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Background

Adjudication of outcomes is common in randomised trials. The aim of this process is to reduce random error in
outcome assessment, and if local outcomes assessors are not blind to treatment assignment, to additionally
reduce systematic error. In the last decade, many studies have begun to investigate the benefit of outcome
adjudication in many clinical areas, including cardiovascular research?, cancer studies® and also across all
general medical fields*. Recommendations have been provided that suggest that adjudication of outcomes is
more important when local outcome assessors are not masked to treatment allocation, where the adjudication

process can assist in controlling systematic error (or limit detection bias)* °.

However, it is not clear whether adjudication is still prevalent in trials in which outcome assessors are
appropriately masked to treatment allocation, and if so, what the rationale is for adjudicating outcomes in such
studies. The aim of this methodological review is to assess recently published randomised trials in leading
medical journals to evaluate: (1) the proportion of trials that adjudicate their primary outcome; (2) the
characteristics of these trials, including the blinding status of the local outcome assessors; (3) the types of
outcomes that are adjudicated; (4) the adjudication process that is implemented in these trials; and (5) the

rationale for trials to include outcome adjudication in their studies.

Eligibility
To be eligible for this methodological review, articles must meet the eligibility criteria below:

e Describe the primary results of a randomised trial
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e Published in 2022 in one of the five following medical journals (classified as “leading” medical journals
for the purpose of this study): The Lancet, The New England Journal of Medicine, The Journal of the
American Medical Association, The BMJ, Annals of Internal Medicine

e Adjudicated their primary outcome

Note to enable us to meet our first aim, we will also collect minimal information on studies that would have
been eligible but that did not adjudicate their primary outcome (see Data extraction section for more

information of what data will be collected on these studies).

Screening

Screening will involve two stages: title and abstract screening, followed by full text screening. Initially, both
reviewers will screen the same random sample of 10% of titles and abstracts. Following acceptable
agreement (percent agreement > 90%), both review authors will then independently screen the remaining
90% without duplication. A similar process will be used for full text screening, with a same random sample of
10% of potentially eligible full texts first double screened, and if agreement between reviewers is acceptable
(percent agreement > 90%), the remainder will be screened without duplication. At both stages, if agreement
on the initial 10% is lower than 90%, then both reviewers will screen a further 10% in duplicate until

agreement meets this threshold or the screening is complete.

Data extraction

A standardised data extraction form will be piloted on five articles that would be otherwise eligible, except that
they were published in a different year to 2022. Once refinements have been made, both reviewers will double
extract data from 10% of the eligible articles. As with the screening process, if there is excellent agreement
(percent agreement > 90%) then both review authors will independently extract data from the remaining

eligible articles. The data that we will extract includes:

1. Administrative information (Date of extraction, name of extractor, title of publication, journal and
contact details of corresponding author)

2. Characteristics of the trial (Medical field, trial design and setting, number of participants randomised,
number of sites, type of intervention and comparator, blinding status of participants and local site
assessors and funding source)

Information on the primary outcome (and any other outcomes adjudicated)

Details of the adjudication process for the primary outcome (Blinding status of adjudicators to
treatment allocation and site-assessment, how cases were selected for adjudication, information
provided to adjudicators, number of adjudicators in the trial and per case, method use to deal with

disagreements between adjudicators, and independence of adjudicators)

Once finalised, a blank copy of the data extraction form will be uploaded alongside this protocol, providing the

specific details on the exact data that will be extracted.
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Note that we will also extract minimal information about any randomised trials that would otherwise be eligible
but did not adjudicate their primary outcome, to meet the first of our five aims. This minimal information will

include:

¢ Medical field

e Number of participants randomised

e Number of sites

e Blinding status of local outcome assessors

e Description and subjectivity of primary outcome

Extracting this information will enable us to meet the first of our five aims, that is what is the proportion of trials
that adjudicate their primary outcome. Further, this will permit a comparison of these minimal characteristics to
establish whether important differences exist between the trials that do and do not adjudicate their primary

outcome.

We will also contact authors of eligible trials with a brief questionnaire to ascertain their rationale for
adjudicating outcomes in their randomised trial (see aim #5). The corresponding author from each publication
will be contacted by email, with a reminder email if no response is received within 2 weeks. The information

we will ask includes:

¢ Why did you adjudicate your primary outcome? What was the rationale for this?
e Was this costed?

¢ What were your experiences? Would you do it again in future trials?

Determining objectivity of outcomes

We will follow the approach of Ndounga Diakou et al.# and Moustgaard et al.® in determining whether
outcomes are subjective or objective. We consider an outcome as subjective if their assessment was based
on some form of judgement from the assessor and thus could be affected by knowledge of treatment

allocation.

Analysis

All analysis will be descriptive using Stata software (version 16.1 or later). Mann-Whitney U tests, x? tests, and
Fisher exact tests will be used to assess comparability between randomised trials that did and did not
adjudicate their primary outcome (e.g., eligible studies and those that would have been eligible if they had

adjudicated their primary outcome).
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