Similar care

From: Key Concepts for assessing claims about treatment effects and making well-informed
treatment choices (Version 2022)

2.1b Consider whether the people being compared were cared for similarly.

Explanation

If people in one treatment comparison group receive additional treatments or more care and
attention (“co-intervention”) than people in the other comparison group, differences in outcomes
may reflect those differences rather than the effects of the treatments being compared. For
example, in a randomized trial of cognitive behavioural therapy (CBT) for hypochondriasis (persistent
fear or belief that one has a serious, undiagnosed illness) compared with no cognitive therapy, a
detailed letter of advice was sent to the primary care physicians whose patients were allocated to
receive CBT [Barsky 2004 (RS), Thomson 2007 (SR)]. Thus, it was not possible to attribute any
differences in outcomes to CBT alone since the letter could have altered how the primary care
physicians managed patients allocated to CBT. In addition, patients in the CBT group received more
attention than those who did not receive CBT. So, it is uncertain how much of the observed
difference in outcomes was due to non-specific attention, support, concern, and positive
expectation and not specifically to CBT.

Treatment providers who are aware of the treatment to which people are allocated may treat
people differently based on their beliefs about the effectiveness of the treatments that are being
compared. Their inclinations for or against the treatment can be transferred to the people receiving
care and this could have an impact the outcome of interest. One way of preventing co-intervention
is to keep treatment providers and patients unaware of (“blind” to) which people have been
allocated to which treatment. However, this is not always possible. For example, a randomized
comparison of acupuncture to relieve symptoms of irritable bowel syndrome compared three groups
prior to administering genuine acupuncture to two of the groups [Kaptchuk 2008 (RS)]. Two groups
received sham acupuncture. This blinded the recipients of care, but not the providers. To assess the
impact of the providers’ attitudes about the treatment, in one group, the providers were instructed
to interact minimally with the patients, explaining that it was “a scientific study” for which they had
been “instructed not to converse with patients”. In the other group, they communicated with the
patients in a warm, friendly manner, actively listened, showed empathy, and communicated
confidence and positive expectation. The third group was put on a waiting list. The proportion of
patients reporting adequate relief was 28% in the waiting list group, 44% in the sham acupuncture +
minimal interaction group, and 62% in the sham acupuncture + positive communication group.

Basis for this concept

People who can potentially be “blinded” include the people receiving the treatments being
compared, the people delivering the treatments, data collectors, people who assess the outcomes,
data analysts, the data safety and monitoring committee, and manuscript writers. Because “double
blinding” has multiple definitions and is interpreted in different ways [Devereaux 2001 (RS), Schulz
2002], it is best to consider specifically who was blinded and how that could lead to overestimation
or underestimation of treatment effects. A systematic review that compared effects in blinded and
non-blinded studies in 142 meta-analyses [Moustgaard 2020 (SR)] categorised the comparisons and
the potential for “performance bias” (the risk of co-intervention and placebo effects) and
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measurement bias, based on who was not blinded and the type of outcome. The five categories and
corresponding potential biases were:

Who was not Types of outcome Potential biases
blinded
1 Recipients of care Patient reported Measurement and
performance
Recipients of care Assessed by blinded observers Performance
Providers of care Assessed by providers Measurement and
performance
Providers Assessed by blinded patients or observers  Performance
5 Outcome assessors Outcomes requiring judgement Measurement

(“subjective”)

The review found similar average effects for the two comparisons where there was a risk of
performance bias and not measurement bias (comparison 2 and 4). This could reflect limitations of
these comparisons, including possible confounding by other characteristics of the trials included in
each meta-analysis, a small number of meta-analyses included in each comparison (14 and 13
respectively) and wide confidence intervals. It also is likely that a lack of blinding is sometimes
associated with similar estimates, sometimes with overestimates of effects, and sometimes with
underestimates of effects.

Another systematic review combined the data from seven studies that investigated the influence of
blinding and other characteristics of randomized trials on treatment effect estimates [Savovic 2012b
(SR)]. It included 234 meta-analyses containing 1973 randomized trials. It found that, on average,
lack of or unclear “double-blinding” (compared to double-blinding) was associated with average
treatment effects that were 13% larger — despite differences in definitions of double-blinding.
Exaggerated estimates of treatment effects were found primarily for subjective outcomes and not
for objective outcomes. The extent to which that was due to measurement bias rather than
performance bias is uncertain. Two other reviews have also found that, on average, treatment
effects appeared to be exaggerated in randomized studies with lack of unclear implementation of
double-blinding [Martin 2021 (SR), Page 2016a (SR)], while other reviews have had inconclusive
results [Dechartres 2016 (SR), Wang 2021 (SR)]. One other systematic review found that for
subjective outcomes, effect estimates appeared to be exaggerated in trials with lack of or unclear
blinding of participants (versus blinding of participants), but not for mortality [Page 2016a (SR)]. In
contrast to that review, a systematic review of the association between lack of blinding and
mortality results in critical care found slightly larger effect estimates in nonblinded trials [Martin
2021 (SR)]. A possible explanation for this finding is that physicians’ beliefs in a favourable effect of
new treatments might influence the timing of their decisions about end-of-life versus life-support
practices. All these reviews included comparisons between studies and have a high risk of
confounding by other characteristics of the trials included in each meta-analysis.

Within-trial comparisons are at low risk of confounding, when participants are randomized to be
blinded or not to be blinded. A systematic review of randomized trials that included sub-studies that
randomly allocated patients to be blinded or not blinded included 12 trials in its main analysis
[Hrébjartsson 2014a (SR)]. It found that, on average, not blinding patients led to moderately
exaggerated effect estimates in randomized trials of complementary and alternative treatments with
patient-reported outcomes. It is uncertain to what extent this was due to measurement bias rather
than performance bias. There are, however, other studies, like the acupuncture example in the
explanation above, that indicate that attention from care providers and their attitudes can
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sometimes influence outcomes (e.g., [Guyatt 1984 (RS), Kaptchuk 2008 (RS), Thomas 1987 (RS)]). So,
if care providers are not blinded, their attitudes for or against a treatment can impact the outcome
of interest.

It is not always possible to blind providers and recipients of care in randomized trials, and it is rarely
possible in non-randomized studies such as cohort studies or case-control studies. However, it is
possible to blind participants in, for example, comparisons of surgical and technical treatments,
treatments that involve attention, devices, and physical therapy [Armijo-Olivo 2017 (SR), Monaghan
2021, Wartolowska 2014 (SR)], as well as in drug trials. When blinding is not possible, it is important
to consider the possibility that there were differences in the treatments received in the treatment
comparison groups besides the treatments being compared.

Implications

Be cautious about relying on the results of treatment comparisons if people in the groups that are
being compared were not cared for similarly (apart from the treatments being compared). The
results of such comparisons can be misleading.
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