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Introduction to RoB 2

Julian Higgins, Jonathan Sterne and Tess Moore
Population Health Sciences
Bristol Medical School

With special thanks to Jelena Savovi¢, Matthew Page,
Roy Elbers, Barney Reeves, Asbjgrn Hrébjartsson, Isabelle
Boutron, Luke McGuinness, Vincent Cheng and all RoB 2 collaborators

Trusted evidence.
Informed decisions.
Better health.
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Grimshaw, Miguel Hernan, Sally Hopewell, Daniela Junqueira, Peter Juni, Jamie
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Penny Whiting
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Ruotsalainen, Holger Schinemann, Jayne Tierney
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Development of the revised tool for randomized
trials (ROB 2) was supported by the UK Medical
Research Council Network of Hubs for Trials
Methodology Research (MR/L004933/1- N61)

The original tool was developed with support
from a Cochrane Quality Improvement Project
grant and its evaluation and early revisions by the
Cochrane Methods Innovation Fund
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From the original Cochrane risk of bias tool to RoB 2

— Introductory and historical remarks
- Why RoB 2?

An overview of RoB 2
- Domains of bias covered
- Specifying the effect of interest
- Signalling questions and risk of bias judgements
- Resources available

Using RoB 2 in a Cochrane Review

What to write about in a protocol

Questions
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Systematic error or deviation from the truth

* astudy may systematically overestimate or
underestimate the effect of intervention

- beyond random error (sampling variation)

e our focusis on internal validity
— whether the result reflects what the study aims to estimate

- distinct from external validity (generalizability): the
relevance of the study to external situations
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Bias is not the same as...

Low quality Poor reporting

* bias can occurin
well-conducted
studies

» good methods
may have been
used but not
well reported

* not all
methodological * inappropriate
flaws introduce methods may
bias have been used

but not clearly

described

* error due to
sampling
variation

 reflected in
the confidence
interval
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* many scales and checklists are available
- but many include criteria not related to bias

e different scales lead to different conclusions

* numerical scales are not justified
- There is no empirical basis for weighting different items

Quality scales should not be used in Cochrane
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8 Assessing risk of bias
in included studies

Edited by Julian PT Higgins and Douglas G Altman on
behalf of the Cochrane Statistical Methods Group and the
Cochrane Bias Methods Group

Key Points

* Problems with the design and execution of individual studies of healthcare interven-
tions raise questions about the validity of their findings: empirical evidence provides
support for this concern.

* An assessment of the validity of studies included in a Cochrane review should em-
phasize the risk of bias in their results, i.e. the risk that they will overestimate or
underestimate the true intervention effect.

* Numerous tools are available for assessing methodological quality of clinical trials.
‘We recommend against the use of scales yielding a summary score.

® The Cochrane Collaboration recommends a specific tool for assessing risk of bias
in each included study. This comprises a description and a judgement for each entry
in a ‘Risk of bias’ table, where each entry addresses a specific feature of the study.
The judgement for each entry involves answering a question, with answers “Yes’
indicating low risk of bias, ‘No” indicating high risk of bias, and ‘Unclear” indicating
either lack of information or uncertainty over the potential for bias.

BMJ2011; 343: d5928
RESEARCH METHODS

& REPORTING

The Cochrane Collaboration’s tool for
assessing risk of bias in randomised trials

Julian P T Higgins, Douglas G Altman,” Peter C Gatzsche,’ Peter Jiini,* David Moher,”® Andrew D Oxman,’
Jelena Savovic,® Kenneth F Schulz,” Laura Weeks,” Jonathan A C Sterne,? Cochrane Bias Methods Group

Cochrane Statistical Methods Group

Flaws in the design, conduct, analysis,

and reporting of randomised trials can
cause the effect of an intervention to be
underestimated or overestimated. The
Cochrane Collaboration’s tool for assessing
risk of bias aims to make the process clearer
and more accurate

Randomised trials, and systematic reviews of such trials, pro-
vide the most reliable evidence about the effects of healthcare
interventions. Provided that there are enough participants,
randomisation should ensure that participants in the inter-
vention and comparison groups are similar with respect to
both known and unknown prognostic factors. Differences in
outcomes of interest between the different groups can then in
principle be ascribed to the causal effect of the intervention.'

Causal inferences from randomised trials can, however,
be undermined by flaws in design, conduct, analyses, and
reporting, leading to underestimation or overestimation of
the true intervention effect (bias).” However, it is usually
impossible to know the extent towhich biases have affected
the results of a particular trial.

Systematic reviews aim to collate and synthesise all stud-
ies that meet prespecified eligibility criteria’ using methods
thatattempt to minimise bias, To obtain reliable conclusions,
review authors must carefully consider the potential limita-
tions of the included studies. The notion of study “quality” is
notwell defined but relates to the extent to which its design,
conduct, analysis, and presentation were appropriate to
answer its research question. Many tools for assessing the
quality of randomised trials are available, including scales
(which score the trials) and checklists (which assess tri-

SUMMARY POINTS

Systematic reviews should carefully consider the potential
limitations of the studies included

The Cochrane Collaboration has developed a new tool for
assessing riskof bias inrandomised trials

The tool separates a judgment aboutrisk ofbias from a
description of the support for that judgment, for a series of
items covering different domains of bias

als without producing a score).”” Until recently, Cochrane
reviews used a variety of these tools, mainly checklists.®
In 2005 the Cochrane Collaboration’s methods groups
embarked ona new strategy for assessing the quality of ran-
domised trials. In this paper we describe the collaboration’s
new risk of bias assessment tool, and the process by whichit
was developed and evaluated.

p of risk tool

InMay 2005, 16 statisticians, epidemiologists, and review
authors attended a three day meeting to develop the new
tool. Before the meeting, JPTH and DGA compiled an exten-
sive list of potential sources of bias in clinical trials. The
items on the list were divided into seven areas: generation
of the allocation sequence; concealment of the allocation
sequence; blinding; attrition and exclusions; other generic
sources of bias; biases specific to the trial design (such as
crossover or cluster randomised trials); and biases that
might be specific to a clinical specialty. For each of the seven
areas, a nominated meeting participant prepared a review of
the empirical evidence, a discussion of specific issues and
uncertainties, and a proposed set of criteria for assessing
protection from bias as adequate, inadequate, or unclear,
supported by examples.

During the meeting decisions were made by informal
consensus regarding items that were truly potential biases
rather than sources of heterogeneity or imprecision. Poten-
tial biases were then divided into domains, and strategies for
their assessment were agreed, again by informal consensus,
leading to the creation of a new tool for assessing potential
for bias. Meeting participants also discussed how to summa-
rise assessments across domains, how to illustrate assess-
ments, and how to incorporate assessments into analyses
and conclusions. Minutes of the meeting were transcribed
from an audio recording in conjunction with written notes.

After the meeting, pairs of authors developed detailed
criteria for each included item in the tool and guidance for
assessing the potential for bias. Documents were shared and
feedback requested from the whole working group (includ-
ing six who could not attend the meeting). Several email
iterations took place, which also incorporated feedback from
presentations of the proposed guidance at various meetings
and workshops within the Cochrane Collaboration and from
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Have you used the original (2008 or 2011) version
of the Cochrane risk of bias tool?
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ORIGINAL ARTICLE

Biases in Randomized Trials
A Conversation Between Trialists and Epidemiologists

Mohammad Ali Mansournia,* Julian P T. Higgins,® Jonathan A. C. Sterne,® and Miguel A. Hernan®-

Abstract: Trialists and epidemiologists often employ different ter-
minology to refer to biases in randomized trials and observational
studies, even though many biases have a similar structure in both
types of study. We use causal diagrams to represent the structure of
biases, as described by Cochrane for randomized trials, and provide
a translation to the usual epidemiologic terms of confounding, selec-
tion bias, and measurement bias. This structural approach clarifies
that an explicit description of the inferential goal—the intention-to-
treat effect or the per-protocol effect—is necessary to assess risk of

Develop a ROB Toal Tor The assessment of non-randomizZzed studies

effects associated with receiving an intervention (placebo
effects), may facilitate blinding of outcome assessors, and
may improve adherence.

Widespread use of masking and of intention-to-treat
analyses became established by regulatory requirements,
which privileged intention-to-treat analyses of double-blind
placebo-controlled RCTs to assess the efficacy of drugs
before licensing. However, masking is sometimes not feasible
(e.g., in surgical trials), and may not even be desirable (e.g., in
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* Used simplistically: guidance not followed

* Used inconsistently: domains added or removed

* Modest agreement rates

* Overuse of “unclear” judgement, itself ambiguous

* Some domains too complex, particularly
incomplete outcome data and selective reporting

* Challenges with unblinded trials

* Not well suited to cross-over trials or cluster-
randomized trials

* No overall risk of bias judgement
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More appropriate
* more comprehensive

* versions appropriate to cluster-randomized trials, cross-over
trials

More usable and (we hope) reliable

* more structure to improve consistency

 clearer guidance; in-built help in reaching judgements
More current

* incorporates developments in the science (particularly
missing data, unblinded trials)

More useful

 overall risk of bias judgement feeds into sensitivity
analyses/exploration of heterogeneity

* allied to ROBINS-I for non-randomized studies
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janathan sterne@bristolac.uk
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ORCID 0000-0001-8496-6053)
Additional material is published
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SUMMARY POINTS

= Assessment of risk of bias is Weare
systematic review on the effects trial desig
for assessing risk of bias in rand
which was introduced in 2008

= Potential improvements to th The
the basis of reviews of the literg
used in other risk-of-bias tools,
intervention effects from randof
* We developed and piloted a ¢

RESEARCH METHODS AND REPORTING

RoB 2: a revised tool for assessing risk of bias in
randomised trials

Jonathan A C Sterne,'? Jelena Savovié,* Matthew | Page,” Roy G Elbers,! Natalie 5 Blencowe,'?
Isabelle Boutran, > Christopher | Cates, Hung-Yuan Cheng,* Mark S Corbett,”

sandra M Eldridge, ' jonathan R Emberson,'* Miguel A Hernan,*? Sally Hopewell,*

Ashijern Hrébjartsson,' %1€ Daniela R Junqueira,’” Peter Jiini,'® Jamie | Kirkham,*

Toby Lassersan, ™ Tianjing Li,*! Alexandra McAleenan,! Bamaby C Reeves, >

Sasha Shepperd,”” lan Shrier,” Lesley A Stewart,” Kate Tilling,"*** lan R White,”®

Penny F Whiting,"* Julian P T Higgins'**

Assessment of risk of bias is rega rded the effect of intervention that would be observed in a
tial t of large randomised trial without any flaws). Quality is

asan EESEH \EIV component ol a not well defined and can include study characteristics
systematic review on the effects of an  (such as performing a sample size calculation) that are
intervention. The most commomy used not inherently related to bias in the study’s results. The
tool d d trials is th RoB tool considers biases arising at different stages of
ool for ran_ OmISE_ naisisthe a trial (known as bias domains), which were chosen on
Cochrane risk-of-bias tool. We updated  the basis of both empirical evidence and theoretical
the tonltn racnnnd to devalanmante in __considerations. _Assessments _of risk_of bias_are
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ool Arevised tool to assess risk of bias in randomized trials

of a (RoB 2)
of kb
Welcome to the website for the RoB 2 tool

The latest version (22 August 2019) Is suitable for individually-randomized, parallel-group trials.

ing an archive of the previous version, which had variants for three different

Citing the tool

d tool may be cited as:

Sterne JAC, Savovic J, Page M), Elbers RG, Blencowe NS, Boutron |, Cates CJ, Cheng H-Y, Corbett
M, Eldridge SM, Herndn MA, Hopewell S, Hrébjartsson A, Junqueira DR, Jani P. Kirkham 1.,

wart LA, Tilling K, White IR
BMJ

Lasserson T, Li T, McAleenan A, Reeves BC, Shepperd S, Shrier 1, 5t
Whiting PF, Higgins JPT, RoB 2: a revised tool for assessing risk of bilas in randor

riskofbias.info

Other publications

Higgins JPT, Sterne JAC, Savovié J, Page MJ, Hrébjartsson A Boutron |, Reeves B, Eldridge S. A
revised tool for assessing risk of bias in randomized trials In: Chandier J, McKenzie ), Boutron |,

() Cochrane

Cochrane Handbook for

Systematic Reviews
of Interventions

SECOND EDITION

RoB 2 tool

in 4 Arevised Cochrane risk of bias tool for randomized tria

Hubs for Trials

MRC Methodology Research

This work was supported by the MRC Network of
Hubs for Trials Methodology R
(MR/LOC

ch

3/1- N61). Infrastructure support was
ouncll ConDuCT-

r Difficult and

provided by the Medical Researcr
11 Hub (Callaboration and inno
Complex randomized controlied Trials In Invasive

procedures - MR/K025643/1).

Cumpston
ivian A, Welch
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assess key results from each included study for
risk of bias

— can’t measure the presence of bias

— look for methods shown to minimize risk

- ...and evidence that the study ran successfully

risk of bias is a property of a result
— rather than of a study, or an outcome

— if thereis no result from a study, the result of the synthesis
(meta-analysis) may be at risk of bias because of
Missing Evidence

* seereporting bias; RoB ME tool
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Outcome domain e.g. depression

=

Outcome measure

e.g. Beck depression
inventory

==

Timepoint e.g. 12 weeks

Measurement in all participants

Outcome data

l Analysis to compare groups
4 RoB2this

Result
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fixed set of five bias domains
— all are mandatory, and none can be added

— (thereis an additional domain in versions for cross-over
trials and cluster-randomized trials)

includes an overall risk of bias

- used to guide analysis and interpretation
important distinction between effects of interest

funding and vested interests should be examined
separately, and used to inform RoB 2 assessments

- see TACIT (Tool for Addressing Conflicts of Interest in Trials)
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For each outcome (each key synthesis in the review)

For each study
Risk of bias assessment for a specific result

3. List sources of
information used to
inform assessment

1. Specify result 2. Specify effect of
being assessed interest

4. Answer signalling = 5. Judgerisk of bias = 6. Judge overall risk
guestions for each domain of bias for the result

For the synthesis

e.g. stratify meta-analysis by overall risk of bias judgement
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Training
trials
. Bias arising from the | Bias due to deviations | | Biasdueto | Bias in .
. randomization process | from intended . missing | | measurementof the |
' o intervention . | outcome | | outcome '
i E i i data i i |l|||||||||||||||HI||||||||II|II\|\I||I|III||IIII|I|H|||II|||II|II||‘|||||||||||||||||||||||||
b \ L b (T
Experimental gy — Outcome
... v -
-
Lk
Comparator g —— Qutcome
1.02 3.87

N SN B S 1220 432
138 5.44

Bias in selection of
the reported result

__________________________________
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Scenario: trial of screening for colorectal cancer

— people individually randomized to receive invitation to attend
screening

- 55% of patients in the intervention arm attend screening
— all patients followed up for 10 years

We could be interested in either or both of:

 the effect of assighment to intervention

- of most interest to a policymaker considering whether to introduce a
screening programme

— the ‘intention-to-treat’ (ITT) effect
* the effect of adhering to intervention

- of most interest to a patient deciding whether to be screened

— the ‘per-protocol’ effect
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judgements

signalling questions increase transparency

- ‘Yes’, ‘Probably yes’, ‘Probably no’, ‘No’, ‘No information’
— support each one with evidence/quotes/explanation

algorithms map answers to signalling questions
onto risk of bias judgements
- ‘Low risk of bias’, ‘'Some concerns’, ‘High risk of bias’
- “Probably yes” = “Yes”, and “Probably no” = “No”
- algorithms can be overridden

a ‘High risk of bias’ judgement in any one domain
puts the result at high risk of bias



G e oo Illustration of signalling
questions: Domain 1

Bias arising from the randomization process

* 1.1 Was the allocation sequence random?
- Yes /Probably yes / Probably no / No / No information

* 1.2 Was the allocation sequence concealed until
participants were enrolled and assigned to
Interventions?

- Yes / Probably yes / Probably no / No / No information

« 1.3 Did baseline differences between intervention
groups suggest a problem with the randomization
process?

- Yes/ Probably yes / Probably no / No / No information




(%) %‘ir'\‘i;ag“e Illustration of algorithm: Domain
1

1.1 Allocation 1.3 Baseline
Y/PY/NI i N/PN/NI ,
sequence /P w:ubal::tc:s | /PN/ N [ ow risk
random? 88
) problem?

Y/PY

Some
concerns

1.2 Allocation 1.3 Baseline
imbalances

sequence N/PN/NI
suggesta
concealed? problem?

High risk
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Domain1

Domain 2

Suggested overall risk of bias

judgement

Domain 3 Domain 4 Domain 5

Some concerns

Some concerns

Some concerns - Some concerns

»

Overall

e e

Some concerns

-

Discretionary override
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Adapted tool addresses issues that differ compared
with individually-randomized trials, e.g.:

Bias arising from the timing of identification and
recruitment of participants (additional domain)

Outcome data may be missing for cluster or
individuals within clusters

Outcome assessors may not be aware that a trial is
taking place
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(with thanks to Tianjing Li)

Societ Cafe

Parallel-groups design

Randomization
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(with thanks to Tianjing Li)

Crossover design

Period 1 Period 2

R\
7

Randomization
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tool for crossover trials

* Bias due to period effects
* Bias due to carryover effects

» Selective reporting of first period data
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* Options include

— narrative only

— stratified analysis

— restrict primary analysis to
studies at low risk (or ‘low risk’
and ‘some concerns’)

- explore the impact further

 More about thisin webinar 7

Subgroup
or study
Low risk of bias

Serifovi¢ 2007

Loreen 2012

Jamala 2016
Subtotal
Test for heterogeneity: 12=0.22; x?=9.60, df=2, P=0.008; ’=79%
Test for overall effect: Z=2.79, P=0.005
Some concerns

Ruslana 2004

Zelmerlow 2015a

Zelmerléw 2015b

Wurst 2014

de Forest 2013

Bilan 2008

Erener 2003
Subtotal
Test for heterogeneity: 2=13.59, df=6, P=0.03; P=56%
Test for overall effect: Z=2.59, P=0.01

High risk of bias

Rybak 2009

Netta 2018

Lena 2010

Salvador 2017

Sobral 2017
Subtotal
Test for heterogeneity: 12=0.61; x>=36.05, df=4, P<0.001; 1’=89%
Test for overall effect: Z=2.96, P=0.003
Total (95% CD
Test for heterogeneity: 12=0.18; x2=71.47, df=14, P<0.001; ?=80%
Test for overall effect: Z=5.14, P<0.001
Test for subgroup differences: x=5.55, df=2, P=0.06; 1*=64%

Address risk of bias outcome by outcome

Incorporating findings into a

review

Standardised mean Weight Standardised mean R D
difference (95 CD (3] difference (95 CI)

R —— 67 133079t0187) @® =
B 59 09102510157 @ @
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Resources available
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* Chapter 7 explains risk of bias
issues in general

* Chapter 8 provides a brief

overview of the RoB 2 tool D Roctrme

Cochrane Handbook for
Systematic Reviews
* MECIR items summarize Eiln eeenTols

Handbook guidance

Edited by

Julian P. T, Higgins

Associate Editors

Tianjing Li - Matthew J. Page - Vivian A, Welch
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Risk of bias
tools

riskofbias.info

Welcome to our pages for risk of bias tools for use in systematic reviews.

= RoB 2.0 tool (revised tool for Risk of Bias in randomized trials)

= ROBINS-I tool (Risk Of Bias in Non-randomized Studies - of Interventions)
= robvis (visualization tool for risk of bias assessments in a systematic review)

Feedback is welcome to risk-of-bias@bristol.ac.uk

©2019 by the authors.

RoB 2 and ROBINS-| licensed under Creative Commons Attribution-NonCommercial-NoDerivatives 4.0 International License.
@ Email risk ias@bristol.ac.uk with feedback.
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Revised Cochrane risk-of-bias tool for randomized trials (RoB 2)

Edited by Julian PT Higgins, Jelena Savovi¢, Matthew ] Page, Jonathan AC Sterne
on behalf of the RoB2 Development Group

22 August 2019
Dedicated to Professor Douglas G Altman, whose contributions were of fundamental importance to
development of risk of bias assessment in systematic reviews

This work is licensed under a
License.

Contents

1 Introduction .. oS P e O s Tl ssaeers I
11 Signalling qmu
12 Risk-of- huspdgmm - -
13  Specifying the nature oftheeﬂ‘cct ofunmu e el

2 Issues in implementation of RoB 2 6
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22 The data collection process .......
23 Presentation of risk-of-bias aSSeSSIMENES ................cvoveirereceerrrscerreesesessesnss s snasssses
B DD DRI o covscisniicaasissosommamsninsitisnsissminioos st i e i

3 Detailed guidance: preliminary considerations

4  Detailed guidance: bias arising from the randomization process
41 Background 10

4.2 Empirical evidence of bias arising from the randomization process n

4.3 Using this domain of the tool n

4.4 Signalling questions and criteria for judging risk of bias 16

5  Detailed guidance: bias due to deviations from intended interventions n
51  Background n
5.2 Empirical evidence of bias due to deviations from intended interventions...............ooo.. 26
5.3 Using this domain of the tool 26
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In development!

Archived: Cluster randomized trials (parallel groups)

Available:

= Background information and detailed guidance for using the RoB 2.0 tool for cluster-randomized trials

Additional Domain: Bias arising from the timing of
identification and recruitment of participants

Archived: Cross-over trials (individually randomized)

Available:

= Background information and detailed guidance for using the RoB 2.0 tool for cross-over trials

Add issues related to carry over and period effects

Cochrane Handbook Chapter 23: Including variants on randomized
trials
* Interim guidance is available via the RoB 2 pilot
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riskofbias.info

Excel tool

Online platform
(laterin 2020)

The recommended
way to do RoB 2
assessments at the

moment

34

robvis

robvis

(visualization tool)

https://bit.ly/3

6Bku8L
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* Interactive learning module

« Standard author training materials currently
being updated

=y Cochrane
o Methods

* ROB 2 Pilot Starter Pack | cecwane seviewcrou
Starter Pack
For Pilot Groups

11111111111111
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RoB 2 Implementation

e Pilot
« RevMan Web

Protocol considerations
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* Gradual, supported rollout

across 2019/2020
/ Author teams
* RoB2 pilot
- Review teams
— CRGs CRGs and

editors

* Publication
* RevMan5

e RevMan Web 0

Inform

implementation
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CRG / Author team
join the Pilot

Protocol
assessment

¥

Kick off call

¥

Monthly web clinics

RoB 2 pilot

> [ Methods Support Unit ]

/

\

CRG

MSU

Authors
Implementation team
RevMan Web developers
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Editorial comments on RoB 2

[ CRG } —_— [Rewewteams}

4 N

Methods Support Unit
\ %
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Progress

Pilot Joml.ng s Total
pilot
e 18 reviews e« 22 reviews e 40 reviews

» 16 CRGsS « 8 CRGS o 23 CRGsS
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RevMan 5

RevMan Web

RevMan Web

RMW Knowledge Base

RMW Knowledge Base / Assessing risk of bias

How to use Risk of bias 2.0 (RoB 2.0) tool in RevMan Web

RMW knowledgebase:

\https://documentation.cochrane.org/revman-kb
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Investigate sensitivity - 1.1 Headache

Odds ratio Risk difference Random effects Scale 100 Save image

Risk of Bias
A BCDEF

Caffeine Decaf Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

v Amore-Coffea 2000 2 31 10 34 212%  022[0.05,0.92) —— X EX X B
v Deliciozza 2004 10 40 9 40 200%  1.11[0.51,2.44] S CTENE X K B
v Kahve-Paradiso 2002 0 0 0 0 Not estimable ® 220
v Mama-Kaffa 1999 12 53 9 61 186%  153[0.70,3.35] i @® 2 200
v Morrocona 1998 3 15 1 17  21% 340[039,2931) ) ® 29008 2
v Norscafe 1998 19 68 9 64 20.7%  1.99[0.97,4.07] ® 22280
v Oohlahlazza 1998 4 35 2 37 43% 211[0.41,10.83) _— ® 2600
v Piazza-Allerta 2003 8 35 6 37 130%  141[054,6365] gel [ N BN N B
Total (95% ClI) 277 290 100.0%  1.31[0.92,1.87] FY

001 01 10 100

Favours caffeine Favours decaf

for subgroup differences: Not applicable

Risk of bias legend
(A) Bias arising from the randomization process

(B) Bias due to deviations from intended interventions: Headache
(C) Bias due to missing outcome data: Headache

(D) Bias in measurement of the outcome: Headache

(E) Bias in selection of the reported result: Headache

(F) Overall bias: Headache

https://documentation.cochrane.org/revman-kb/assessing-risk-
of-bias/how-to-use-risk-of-bias-2-0-rob-2-0-tool-in-revman-web

\https: umentation.cochra rg/revman-kb
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Author teams CRG teams

Contact your: Contact your:

* CRG * Network Associate
Editor

 Method Support Unit
https://bit.ly/2YGGBtY
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* Criteria for considering studies
for this review
- Types of studies
- Types of participants
- Types of interventions

- Types of outcomes

* Search methods for
identification of studies
- Electronic
- Other

Protocol - Methods

Data collection and analysis

Selection of studies
Data extraction and management

Assessment of risk of bias in included
studies

Measures of treatment effect
Unit of analysis issues

Dealing with missing data
Assessment of heterogeneity
Assessment of reporting biases
Data synthesis

Subgroup analysis and investigation of
heterogeneity

Sensitivity analysis

Summary of findings and assessment of the
certainty of the evidence
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»  Criteria for considering studies ° Data collection and analysis
for this review -

- Types of studies

- Assessment of risk of bias in included
studies

- Data synthesis

f - Subgroup analysis and investigation of
Implications heterogeneity
for RoB 2 - Sensitivity analysis

- Summary of findings and assessment of the
‘ certainty of the evidence

RoB 2 has
implications
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Cluster-
Randomized randomized Crossover
trials trials trials

Rationale: Implications for which variants of the RoB 2
tool you will use



(% %Ci'r:i;ag"e Assessment of risk of bias in
included studies

For all users of RoB 2:

State RoB 2 will be used and provide a reference to it

State which results will be assessed - Usually those in SoF table
State effect of interest {m

State plans for design variants (cluster-rand., crossover) if needed

Detail assessors (how many? who? independently? consensus?)
List the domains in the tool (these can’t be modified)

List the judgement options : High, Low, Some concerns; overall RoB

Storage and presentation of assessments (inc. consensus decisions)
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14 Training Certainty

Primary analysis Does RoB 2 explain

« all ‘at Low risk of bias heterogeneity?

overall’? * subgroup analyses

* stratified analyses? * meta-regression

Secondary analysis Certainty of the evidence

* RoB 2 will feed directly into
GRADE

* sensitivity analyses?

« advanced: bias adjustment?

Rationale: All methods in Cochrane systematic reviews are pre-
specified to minimize bias
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More information:
https://methods.cochrane.org/our-team
Methods Support Unit https://bit.ly/2YGGBtY
RevMan Web \https://documentation.cochrane.org/revman-kb
Cochrane online RevMan training https://bit.ly/2SFKZWa
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Questions

Trusted evidence.
Informed decisions.
Better health.




