UNIVERSITYW

This is a repository copy of Baseline testing in cluster randomised controlled trials:should
this be done?.

White Rose Research Online URL for this paper:
https://eprints.whiterose.ac.uk/146786/

Version: Published Version

Article:

Bolzern, Jaime E, Mitchell, Alex orcid.org/0000-0001-9311-2092 and Torgerson, David J
orcid.org/0000-0002-1667-4275 (2019) Baseline testing in cluster randomised controlled
trials:should this be done? BMC Medical Research Methodology. ISSN 1471-2288

https://doi.org/10.1186/s12874-019-0750-8

Reuse

This article is distributed under the terms of the Creative Commons Attribution (CC BY) licence. This licence
allows you to distribute, remix, tweak, and build upon the work, even commercially, as long as you credit the
authors for the original work. More information and the full terms of the licence here:
https://creativecommons.org/licenses/

Takedown
If you consider content in White Rose Research Online to be in breach of UK law, please notify us by
emailing eprints@whiterose.ac.uk including the URL of the record and the reason for the withdrawal request.

\ White Rose -
university consortium eprinis@whiterose.ac.uk
/,:-‘ Uriversities of Leecs: Shetfiekd & York https://eprints.whiterose.ac.uk/




Bolzern et al. BMC Medical Research Methodology
https://doi.org/10.1186/512874-019-0750-8

(2019) 19:106

BMC Medical Research
Methodology

DEBATE Open Access

Baseline testing in cluster randomised
controlled trials: should this be done?

Jaime E. Bolzern', Alex Mitchell* and David J. Torgerson?”

Check for
updates

Abstract

selection bias.

more caution.

Background: Comparisons of baseline covariates in randomised controlled trials whilst often undertaken is
regarded by many as an exercise in futility. Because of randomisation the null hypothesis is true for baseline
comparisons and therefore any differences will occur by chance. However, this is only the case if allocations are not
known in advance of recruitment. If this occurs then selection bias at randomisation may be present and it is
possible that the statistical testing of covariates may unveil selection bias. In this paper we show that this is
particularly the case for cluster randomised trials when post-randomised recruitment often occurs and can lead to

Main text: We take a recently published cluster randomised trial that has suffered from selection bias due to
differential recruitment and calculate baseline p values. We show that statistically significant imbalances of p < 0.
0001 occurred in 5 of the 10 covariates. In comparison for an individually randomised trial that had no evidence of
selection bias only 1 p value of p < 0.05 out of 20 tests was observed. Had baseline p values for the cluster trial
been presented to journal editors, reviewers and readers then the results of the trial might have been treated with

Conclusion: We argue that the blanket ban of baseline testing as advocated by some may reduce the chance of
identifying deficient cluster randomised trials and this opposition should be reconsidered for cluster trials.

Background

Randomisation ensures that the groups formed are
equivalent in all known and unknown variables except
through chance [1]. In reports of randomised controlled
trials (RCTs) we often see, alongside the description of
the characteristics of trial participants, statistical testing
of any imbalance in each characteristic between the
randomised groups to ‘check’ that the randomisation has
not ‘failed’. There is some debate about the validity of
doing this.

Baseline testing of covariates

One view, which is supported by some leading medical
journals (e.g., the BMJ and the Lancet) and many statisti-
cians [2, 3] and specifically advised against in the
CONSORT statement for individually randomised trials
[4], is that baseline testing is illogical, irrelevant and,
possibly, misleading [5]. The argument for not doing
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baseline testing is along the following lines: first, assum-
ing robust randomisation we know the null is true: there
is no difference between the randomised groups in any
of the measured variables except by chance. Second,
with multiple statistical tests of 20 or more baseline
variables it is almost inevitable that one or two will
prove to be ‘statistically significant’. Using significant or
non-significant findings of these tests to inform the trial
analysis can produce an inefficient analysis. Consider a
variable that is highly predictive of outcome (e.g., base-
line pain scores). If this variable has a slight (not statisti-
cally significant) or zero imbalance we may decide not
to include it as a covariate in the final statistical model.
Failure to include a powerful predictor, even if it is in
balance, will reduce the power of the analysis and if
there is an imbalance this will mean the post treatment
differences are also biased.

In contrast, one argument for doing baseline testing or
at least allowing it to be presented in journal papers
(e.g., some papers published in the Journal of the Ameri-
can Medical Association or the New England Journal of
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Medicine) is to check that the randomisation has not
been subverted [6]. Proponents of this view, whilst
accepting in a properly randomised trial that on average
one out of every 20 baseline tests will be statistically sig-
nificant, argue that if there are several variables favour-
ing one group or another or there is a highly statistically
significant difference in a key variable then this could be
evidence of research misconduct. For example, an RCT
of surgery showed statistically significant differences in
ages between treated groups and on further investigation
it was found that three out of five centres were subvert-
ing treatment allocation [7]. In this paper we revisit this
debate with respect to cluster randomised controlled
trials.

Main

Cluster randomised trials

Cluster randomised trials are when participants are
randomised as intact groups rather than as individ-
uals. The method is commonly used in educational
interventions, where a school or class is the unit of
allocation [1], and evaluation of activities, such as
health promotion, when doctor might be the unit of
allocation, or where there is a risk of the control
group being contaminated by the intervention (that is
the control participants unintentionally receiving the
intervention). Within a cluster trial there are at least
two different data levels: cluster and patient. For clus-
ter level variables (e.g., patient list size) then random-
isation will on average produce equivalent groups and
therefore ‘baseline’ statistical comparisons are subject
to the same criticisms or support as for individually
randomised trials. However, at the patient level, data
can be at increased risk of selection bias compared
with individually randomised trials [8]. Often, recruit-
ment to cluster trials occurs after randomisation of
the clusters. This reveals the future group allocation
to recruiting researchers, clinicians and, sometimes,
potential participants. This is akin to publicising the
future allocations for an individually randomised trial,
something which is now rare but in the past led to
biased recruitment [9]. Consequently, there is a sig-
nificant risk of selective recruitment into cluster trials
that introduces selection bias [8]. Currently, journals
that do not present baseline testing in individually
randomised studies do not present these either for
cluster trials. We think that it may be acceptable to
present baseline statistical tests for cluster trials that
recruit participants after randomisation to assess
whether there is evidence of selection bias. If such
testing were undertaken and this showed a greater
than expected number of variables that were statisti-
cally significant this may then warrant a more
cautious interpretation of the trial’s results.
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Baseline p values

The role of p values to assess the equivalence of a trial’s
treatment groups is quite different in cluster trials com-
pared with individually randomised studies. In the latter
p values are linked to the randomisation of the groups
and this drives the argument as to whether or not it is
valid and helpful to calculate and report them. In con-
trast for cluster trials, where recruitment has taken place
after randomisation, p values are no longer entirely
linked to the randomisation process, rather they are
linked to the recruitment method, which may result in
non-random samples being compared. In the following
we will examine two case studies: one a cluster rando-
mised trial and the other an individually randomised
trial. Both of these were identified from a recent review
by Bolzern [10] and colleagues. The aim of these case
studies is to demonstrate the distribution of baseline p
values in a study where there is no evidence of selection
bias in an individually randomised trial as recruitment
has occurred before randomisation compared with a trial
where recruitment has taken place after randomisation,
which is often the case in a cluster RCT.

Case study: cluster randomised trial

The cluster trial by Brinkman et al. [11] evaluated the
role of infant simulators to prevent teenage pregnancies.
In the trial 57 schools from Western Australia were
allocated using simple randomisation, via a table of ran-
dom numbers, into two groups. After randomisation
girls aged 13-15 years were recruited into the trial. Post
randomisation recruitment to the study groups was
uneven with 50% of eligible girls being recruited in the
control schools compared with 58% in the intervention
group. Girls in the intervention group as well as receiv-
ing the standard health curriculum also received the
‘Virtual Infant Parenting’ programme which consisted of
small group teaching with the participants taking a
virtual infant home for the weekend. The aim of the
intervention was to try and reduce unwanted teenage
pregnancies. The results showed that 17% of girls in the
intervention group had a pregnancy event compared
with 11% of the control group (p = 0.00044). The authors
noted that the control group had a higher proportion of
girls from higher socioeconomic groups, were living with
both parents and less likely to have been responsible for
caring for a baby. In the original paper no baseline p
values were presented and we have calculated these and
present them in the table. As the Fig. 1 shows of the 10
p values calculated six are statistically significant with
five of these being highly significant. The trial design
could have easily avoided this problem by simply identi-
fying all of the eligible girls and gaining their consent
before randomisation — this, then, would have avoided
recruitment bias.



Bolzern et al. BMC Medical Research Methodology (2019) 19:106 Page 3 of 5

Electroacupuncture Sham P-values Intesventiongroup  Control group Pvalues
Characteristics (n=252) Electroacupuncture (n=27schools)  (n=295chook)
iEES Tota partcipatingstudents mean pr schoo) 126747) 1567(54) 0.000017
:gzmean Dy A B hes Median 1QR) age ofstudent,years ¥§(B2-167)  150(134-16) 03
Hamn 2(%60) w1(%84) ;:i::“ ¢ “““w'““:‘x)“m "
Minorities 10(4.0) 4(15) 0.18
Educational evel = L 1403}
Primary education or less 91(36.1) 91(3.) 0 2o 190(12% 000000000019
Secondary education 148(587) 142(%63) 054 i e sup
Tertiary education 13(52) 19(75) 22 w(3¥) 610(35%)
Manner of child delivery Howe i am)
Vaginaldeivery B1617) 28(916) Al
Cesarean section 19 (7.5) 19 (7.6] 1 Both original parents T8(58%) 992 (63%)
Both 2008) 2(08) Step-parents/blended A6(17%) 24(4%) 0.2
Menopause 169(67.1) 180(714) Scleparent 26(20%) 265(17%)
BMI, mean (5D) 89(28) 238(26) 068 O o76%) 516%)
Ul duration, median (0R), mo 60(3L5-1175) 650610 0 | e
Comorbidities No 1067 (4%) 121281%)
Cardiovascular and 11(44) 17(6.7) 03 e 190(15%) 28018%) 0%
cerebrovascular diseases Notstated 10(1%) 15(1%)
Osteoarthritis 9(36) 4(16) 026 Everbeen responsblefor caring for a baby*
Respiratory diseases 5(20) 7(28) 077 ho 520 1%) 7947
Metabolic disorders 0 3(12) 0.5 Yes 743 (59%) 813 (52%) 004
Other 11(44) 708) 047 Nt sted 4fa) 9(1%)
Severity of SUI Educational atainment
Mild, 1.1-99¢ 129(512) 132(524) Year 10 1516 years of ) 197(16%) 135 (9%)
Moderate, 10-49.9¢ 99(393) 96(38.) 096 Year 11 (16-17 years of age) 206 (16%) 192(12%)
Severe, 2508 2(95) 24(9.5) Year 12 (1718 years of age): non-TEE, averagegradeC  246/(19%) 2A3(16%) 0.0000000015
Amount of urine leakage L
measured by the 1-h pad test, g Yedr 12 o TE, average grade Aot B 25 18%) (U
Mean (50) 184(236) 19.1(289) 076 Ml Ermamad i) Sl
Medan QR 98(3.1:226) 9330208 069 w12 TE, el e L
72-h Incontinence episodes Level of psychologia dires
Mean (D) 79(04) 1703) 079 low 190(3%%) 524 (34%)
Median (IQR) 50(20-100) 50 (3_0.10.0) 1 Moderate 705 (55%) 838 (54%) 0.000021
IC10-SF score, mean (SD) 9933) 98(32) 073 High 69(5%) 196(13%
Severity of SUI Mising 31 9(1%)
None 7(28) 3(1) Current smoker*
Mid 116(46.0) 127(06) 0 fo umE P
Moderate 103(409) 104(414) fes 8(1%) 15 (8%) 032
Severe 26(103) 17(68) Not stated 5(<1%) 10(1%)
24-h Volume of liquid intake, median (IQR), 1092 (800-1460) 1017 (700-1500) 012 Ever drunk alcohol*
ml No 73658%) an (%) 0.00000000000000022
Participants using urine pads 119(47.4) 107(43.2) 032 Yes 498 (3%%) 850 (s4%)
Weekly mean No. of urine pads used 70(309.0) 6.0(3.0:90) 0012 Notstated B3) 243(16%)
(1 wk before treatment), median (IQR) Duta e ¥l thevis indosed. TEE ety *Attme fexolnentino et B
Previoustreatments for Ul within 2wk~ 14(5.) 15(60) e e e e e
P-values for continuous and categorical variables were generated using the two-sample t-test and chi-squared account by dhidingthe el numbers by te desig efect
test respectively.
Fig. 1 baseline comparison of an individually randomised trial and a cluster randomised trial
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Case study: individually randomised trial leakage among women with stress urinary incontinence.
The second case study is an individually randomised  Women were recruited from this trial from 12 hospitals
trial by Liu and colleagues [12]. This study was a RCT to  in China. Block randomisation (size 6) was used to strat-
evaluate the role of acupuncture for reducing urine ify by hospital and 504 women were randomised to
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either ‘true’ or ‘sham’ acupuncture. The trial found a signifi-
cant benefit of true acupuncture on symptoms (p < 0.001).
In the Fig. 1 we have calculated baseline p values and with
over 20 calculations only one (age) was marginally statisti-
cally significant (p = 0.023); thus suggesting selection bias in
this trial was unlikely.

Estimation of baseline p values

In our analysis of p values for the two case studies we
used the aggregate data. The p-values for the study by
Liu et al. were calculated by using the two-sample t-test
for continuous variables and the chi-squared test for
categorical variables. The p-values for the study by
Brinkman et al. were calculated using a similar method
to that used for Liu et al., with an adjustment made for
clustering. For continuous variables clustering was taken
into account by dividing the test statistic by the design
effect, while for categorical variables clustering was
taken into account by dividing the cell numbers by the
design effect, which for the study by Brinkman et al. was
equal to 1.97. The design effect was calculated using the
ICC assumed in the sample size calculation, the number
of clusters randomised and the total number of partici-
pants who consented and participated. As the authors
only had access to the information provided in the
original baseline table, this was considered the best
method available. However, the authors recommend that
statisticians with access to individual participant data
calculate baseline p-values adjusted for clustering by
fitting a mixed effects model for each baseline covariate
in the table, adjusting for the treatment group as a fixed
effect and cluster as a random effect.

Conclusion
Recruitment bias, which is simply a type of post
randomisation selection bias, is a major problem for
significant numbers of cluster randomised trials. It is
important that the reader of a cluster trial can identify
whether such a problem exists. In this paper we are
recommending that, for cluster trials, formally testing
for baseline imbalances of patient level data should be
considered to help identify weak cluster trials. We have
shown in two case studies the distribution of p values
that might occur when there is clear evidence of recruit-
ment bias (Brinkman et al.'') compared with a study
when recruitment bias is unlikely. If baseline p values
had been presented in the Brinkman trial it may have
led to a more nuanced interpretation of the results and
perhaps the findings would not be deemed as credible
by such as the United Kingdom’s Health service: NHS
choices, which concluded that: “This trial had a good
study design” [13].

We are aware of that ‘baseline statistical tests’ are seen
as an anathema, to some, in individually randomised
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trials. However, the arguments over baseline testing
using p values for individually randomised trials are
not relevant here. We are not testing whether the
randomisation process ‘worked. We are trying,
instead, to identify any evidence that suggests that re-
cruitment bias has occurred and the pre-intervention
group averages are not equivalent. One of this paper’s
referees pointed out that covariate imbalances can be
identified by study statisticians using the ‘eyeball’ test
negating the need for the use of p values. For experi-
enced trialists baseline imbalances can be identified
without the use of p values; however, most readers of
trial research are not experienced statisticians or trial
methodologists. We believe placing p values alongside
these differences makes them difficult to ignore and
furthermore, non-technical experts, such as staff at
NHS choices, might not have rated that the trial had
a ‘good study design’.

We believe the use of p values is one tool that can
help identify recruitment bias. Note that in so doing
we are not checking that the randomisation procedure
has ‘worked’: we assume this to be the case. Using p
values in this way is in addition to the quality assess-
ment of the likelihood of this occurring through the
implementation of the cluster design. Indeed, the use
of baseline p values could be easily combined with
other quality assurance measures such as the Time-
line cluster approach, which graphically describes the
recruitment process and draws the reader’s attention
to whether or not recruitment had occurred before or
after randomisation [14].

The problem of selection bias, due to recruitment
bias, in cluster trials has been identified as a major
problem for a number of years [8, 15]. The recom-
mendation to identify and recruit participants before
randomisation, if possible, has not been implemented
in many trials. Indeed, a recent review of 23 cluster
RCTs published between 2015 and 2017 found only
four (17%) recruited participants before randomisation
[10]. Whilst the recommendation of recruitment
before randomisation, if possible, should remain,
perhaps CONSORT guidance for cluster trials should
include the suggestion of baseline testing of patient
level data, as it is currently silent on this issue.
Including baseline p values for cluster trials may
result in better cluster trial designs in the future.
Using statistical significance testing on baseline
patient level variables in cluster randomised trials,
that recruit participants after randomisation, should
be encouraged as this is a relatively easy method to
detect potential selection bias. This should lead to a
more cautious interpretation of cluster trials where
there is a high prevalence of statistically significant p
values among patient level co-variates.
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