IT City Research Online
UNIVEREIST; ]OggLfNDON

City, University of London Institutional Repository

Citation: Piggin, L. H. & Newman, S. P. (2019). Measuring and Monitoring Cogpnition in the
Postoperative Period. Best Practice & Research Clinical Anaesthesiology, 34(1), e1-e12.
doi: 10.1016/j.bpa.2018.11.002

This is the accepted version of the paper.

This version of the publication may differ from the final published version.

Permanent repository link: https://openaccess.city.ac.uk/id/eprint/21317/

Link to published version: https://doi.org/10.1016/j.bpa.2018.11.002

Copyright: City Research Online aims to make research outputs of City,
University of London available to a wider audience. Copyright and Moral Rights
remain with the author(s) and/or copyright holders. URLs from City Research
Online may be freely distributed and linked to.

Reuse: Copies of full items can be used for personal research or study,
educational, or not-for-profit purposes without prior permission or charge.
Provided that the authors, title and full bibliographic details are credited, a
hyperlink and/or URL is given for the original metadata page and the content is
not changed in any way.




City Research Online: http://openaccess.city.ac.uk/ publications@city.ac.uk



http://openaccess.city.ac.uk/
mailto:publications@city.ac.uk

Running Head: POSTOPERATIVE COGNITION

Measuring and Monitoring Cognition in the Postoperative Period

Lucy H. Piggin®

Stanton P. Newman®”

& City, University of London, United Kingdom (UK)

Corresponding Author

Professor Stanton P. Newman
City University of London,
Northampton Square,
London,

United Kingdom,

EC1V OHB

stanton.newman.1@city.ac.uk



mailto:stanton.newman.1@city.ac.uk

Running Head: POSTOPERATIVE COGNITION

Abstract

It is common for patients of all ages to experience some degree of cognitive disturbance following
surgery. In most cases, impairment appears mild and is restricted to the acute post-operative period,
resolving steadily and speedily. In a small number of cases, however, deficits may be more
pronounced and/or endure for longer periods, significantly delaying recovery and increasing the risk
of serious clinical complications. The ability to accurately measure postoperative cognition, and track
recovery of function, is an important clinical task. This review explores practical and methodological
issues that may confound this process, examining how best to obtain reliable and meaningful
measures of cognition before and after surgery. It considers neuropsychological test selection,
administration, analysis and interpretation and offers evidence-based practice points for clinicians and

researchers.
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Patients of all ages may experience detrimental changes in cognitive function following
surgery — changes often referred to as postoperative cognitive deficits (POCD). In the absence of any
formal clinical definition, this term has been used to describe an array of presentations: from transient
cognitive disturbances in the acute postoperative period, to more persistent deficits in the months and
years that follow. Despite a long history of empirical study, there is still much about POCD that
appears unclear and ill-defined [1]. There remains ambiguity surrounding aetiology, risk factors,
incidence rates, timelines, and even the profile of impairments that may be experienced [2,3]. Many of
the disparities between studies that have emerged in the literature may be attributable to differences in
surgery (e.g. the type of surgery or anaesthesia) or to patient factors (e.g. age or number of
comorbidities) [4,5]. Besides these empirical factors, many conceptual and methodological
differences between studies have also generated differences in findings. The most important of these
being differences in how POCD is defined and measured [3,6,7].

There is a growing consensus that whilst many patients experience some degree of mild
cognitive change immediately after surgery, most will see impairments resolve steadily and speedily,
leaving only a small number who experience delayed or incomplete recovery over the longer term [8].
It is, however, understood that both early and enduring impairments may have serious clinical
implications, with robust evidence linking POCD to prolonged hospital stays [9], increased disability
[10], poorer quality of life (QoL) [11], and higher rates of mortality [5]. The ability to accurately
measure postoperative cognition and to track recovery of function is, understandably, recognised as an
important clinical task [12]. Here we explore practical and methodological issues that may complicate
this process, examining approaches to the measurement of cognition before and after surgery.
Definitions

The term POCD applies to newly-acquired, objectively discernible cognitive impairments
known to have emerged after a surgical procedure: a classification requiring preoperative and
postoperative neuropsychological assessment. Formal testing should always be preceded by efforts to
identify clinically distinct conditions, including transient confusional states (e.g. postoperative
delirium). Delirium, as defined by the Diagnostic and Statistical Manual for Mental Disorders (DSM-

5) [13], is identified as an acute episode of reduced or fluctuating awareness and attention, typically
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accompanied by diffuse deficits in cognitive function [7]: a state far more likely to occur in the
immediate postoperative period, remitting relatively quickly. Any disturbance of cognition associated
with delirium is likely to show rapid recovery and is not typically considered to reflect POCD [14].
There remains an interesting issue of the relationship between delirium and POCD; some have
suggested an increase in POCD with those experiencing delirium [15,16], whilst others have asserted
that no such relationship exits [17].

In the absence of agreed clinical criteria, attempts have recently been made to align POCD
with pre-existing definitions of cognitive dysfunction. It has, for example, been suggested that that
POCD should be categorised as a form of mild neurocognitive disorder (MCD): i.e. a new deficit in
one or more neurocognitive domains (e.g. memory, attention) that does not interfere with capacity for
independence in everyday activities [13,18,19]. In this model, the temporary cognitive disturbances
commonly experienced in the days after would be labelled delayed neurocognitive recovery. This
would transition to MCD after 30 days, in which time it would be expected that most patients would
have seen near-complete recovery of function [18]. Cognitive recovery, in this context, is defined as a
return to baseline function or better, the rates of which may vary according to factors such as age and
comorbidity [20,21]. There is continued debate as to which definitions of POCD should be accepted
and how they might be applied [22].

Cognitive Assessments

Establishing the presence of POCD, and accurately monitoring its trajectory over time, is
reliant on appropriate and timely assessment before and after surgery. It is common for patients,
especially older patients, to self-report cognitive changes in the days immediately after surgery [23],
triggering debate as to whether subjective measures should be included in assessments. Informal
inquiries about postoperative changes in cognition are certainly to be encouraged and documented,;
however, caution is urged in the interpretation of patients’ own appraisals of cognition, as subjective
reports often demonstrate extremely poor correlation with objective performance on standardised tests
of cognition [24,25,26]. Historically, subjective evaluations of cognitive status have been far more
robustly associated with psychological wellbeing after surgery [26,27] (Khatri et al., 1999; Johnson et

al., 2002),. Individuals who demonstrate elevated levels of anxiety and depression are significantly
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more likely to notice and report cognitive change [28,23]. Subjective reports are also known to be
highly susceptible to influence from other psychological factors (e.g. expectation and self-esteem)
[29], further undermining reliability of this form of assessment.

It is important to recognise that without an accurate preoperative baseline, it is impossible to
discern changes in cognition attributable to surgery or to monitor recovery of function. We will
therefore focus on measurement of cognition using objective neuropsychological tests, exploring
methods for ensuring that assessments are valid and reliable estimates of cognition. These are issues
first addressed in an official Statement of Consensus within the field of cardiac surgery [30], which
offered recommendations for test selection, procedures, timing of assessments, and interpretation of
results — the underlying principles of which are expanded upon here.

Test Selection

Neuropsychological tests are only clinically useful where they are standardised, reliable, and
validated measures of cognition. As such, considerable importance is placed on the selection of
appropriate tests, with particular focus on cognitive specificity and psychometric properties.
Cognitive Domains

Formal tests of cognition can offer scores indicative of general intellectual abilities or allow
finer analysis of performance within discrete cognitive domains. As POCD typically presents as
relatively mild impairment, often affecting a number of specific abilities, it is advised that
assessments allow for detailed analysis [31]. Vast numbers of neuropsychological tests purport to
gauge performance within specific domains: namely, memory and learning, attention/concentration,
perception, verbal abilities, psychomotor skills, and executive functions [32]. Although POCD may be
defined as persistent impairment in one or more cognitive domains, many researchers have been
reticent to specify which domains are at greatest risk [31]. The original Consensus Statement made
specific recommendation about the minimum domains to test in POCD research, which included
verbal memory, attention, and psychomotor ability [30]. There remains significant variability in the
domains that are assessed and the tests used to assess them [3,33,34]. Most studies have included

measures of memory and learning, attention/concentration, and executive function, whilst verbal



Running Head: POSTOPERATIVE COGNITION

abilities, psychomotor skills, and perception appear far less frequently. Tests should be combined to
cover all domains recommended in the Consensus Statement.
Number of Tests

Ambitions to assess multiple cognitive domains must be balanced with practical
considerations. Given the time-constraints imposed by imminent surgery and potential physical
limitations that might also be present, care must be taken to ensure that tests are not overly
burdensome. Assessments that are too long or demanding increase the risk that performance will be
adversely affected by factors such as pain or fatigue and/or that patients will disengage or reduce
effort. Many commonly used batteries may indeed prove too cumbersome and resource intensive for
use in routine clinical practice. It is also possible, and may prove useful in some contexts, to use brief
screening batteries that include cognitive assessments, especially where these have been designed
specifically for ease of administration (e.g. the Postoperative Quality of Recovery Scale [Postop-
QRS]) [20]. However, these do only offer a screen of cognitive performance and will need to be
followed up with more details assessment of cognition.

It is also important to be aware of the risk of inflating type | errors by over testing. The
probability of concluding that a patient has POCD significantly increases as the number of tests
increase, with greater numbers of test parameters generating variability in performance that can lead
to the attribution of impairment by chance alone: Lewis et al. (2006) found that POCD incidence rose
from 13.3% on two tasks to 49.4% on seven tasks when uncorrected analysis was applied to the same
data [35]. There have been various attempts made to reduce the risk of type | error by grouping and
analysing tests according to cognitive domains [11] and also by applying statistical corrections that
take into account the number of tests used [36]; however, caution is urged here, as these techniques
often assume that measures are independent. Although there is a tendency to describe cognitive
functions as separate entities (e.g. memory, attention), they are in reality highly interrelated abilities;
performance on tests purporting to measure one discrete function will almost certainly draw on
multiple cognitive resources. Tests administered to measure pre- and postoperative cognition are often
highly correlated and thus require cautious interpretation [37].

Test Characteristics
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All tests should be fit for purpose in respect to reliability and validity, demonstrating
sufficient sensitivity (i.e. high probability that even small cognitive changes will be correctly
identified in impaired individuals) and specificity (i.e. high probability that normal function will be
correctly identified in non-impaired individuals; [38, 39], both being important in the measurement of
cognitive recovery. As tests must demonstrate sufficient sensitivity to detect relatively small, discrete
impairments or improvements, all should be appraised in respect to floor-effects, which emerge in
tests so difficult that they cause the majority of participants to produce low scores, reducing the
likelihood of impairment being detected, and ceiling-effects, seen in tests that are so simple that most
patients will achieve high scores and be able to reproduce these scores even if some degree of
impairment occurs [40]. Both floor- and ceiling-effects reduce variability and thus discriminability:
scores become artefacts of the test rather than a reflection of patient ability.

Unlike many tests used in routine clinical practice, those used to measure postoperative
function will also be subject to repeated administration and must be sufficiently sensitive to detect
even small change. It is important that tests demonstrate appropriate test-retest reliability, especially
over the typically shorter intervals between testing used to monitor postoperative recovery [20]. Care
should also be taken in respect to language and culture [41]: most neuropsychological tests have been
developed and standardised in English-speaking populations and may not be appropriate for all patient
populations. Any translations made should be validated in healthy control groups.

Huge numbers of tests have been used to assess POCD, with variable levels of reliability and
validity (Berger et al., 2015). The Consensus Statement recommends a core battery: the Rey Auditory
Verbal Learning Test [42] Trail-Making Tests (Part A and B) [43], and the Grooved Pegboard [44].
Other commonly used tests include Digit Span and Digit Symbol Substitution [45] and The Stroop
Test [46] — additions made by the International Study of Postoperative Cognitive Dysfunction
(ISPOCD) [4]. These remain robust selections.

Practice Effects

Changes in scores cannot be assumed to reflect true change in cognitive function. Even on

seemingly reliable tests, participants often demonstrate improvement with repeated administration,

attributable to prior exposure to testing materials or what is termed practice effects. Practice effects
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typically derive from learning that is both declarative (e.g. remembering specific items on a test) and
procedural (e.g. remembering how to do a test). Improvement between tests is to some extent
dependent on the number of times the test has been administered and intervals between
administrations [47, 48], with learning observed for intervals as long as two years [49]. Practice
effects are a particular concern when assessing POCD, where test-retest intervals are typically much
shorter than in most clinical contexts.

As practice effects are not typically uniform across measures [50], it is advisable to select
tests known to be less susceptible to learning. It is also desirable to select tests with parallel forms (i.e.
alternate versions of test material), which are known to significantly reduce learning effects. It should,
however, be noted that these equivalent forms address familiarity with content only and learning
about test procedures may still apply, potentially encouraging “test wise” participants to adopt a
change in strategy over repeated administrations [51]. It is for this reasons that additional statistical
methods for addressing practice effects are often needed, typically incorporating control group data.
Control Groups

Well-matched controls are generally considered the most efficient means of estimating
practice effects. These groups are used to gain a measure of average improvement between
assessments (i.e. an estimate of practice effects for a given test). Studies that include non-surgical
patient controls offer eloquent demonstrations of practice effects in POCD research, highlighting the
potential for distortion in interpretation when learning is not taken into account [52]. Control groups
may be made up of healthy volunteers, patients with other physical health conditions, or patients with
the same condition who have not had surgery, either as a result of clinical decision-making or through
personal choice [3]. It is important, however, to recognise that the occurrence of learning will reduce
the likelihood and frequency of identifying individuals with POCD.

It has been suggested that change scores from healthy controls may not provide entirely
appropriate comparison when clinical cases are being assessed: Heaton et al. (2001) suggest potential
differences in change scores associated with different physical health conditions, with these unique
change scores offering useful clinical information [53]. Although many studies do opt to use patient
rather than healthy controls, care must be taken to ensure that patient groups are matched closely. It is

8



Running Head: POSTOPERATIVE COGNITION

possible that any number of extraneous clinical variables may confound results and even surgical and
nonsurgical patients with the same clinical condition may differ in respect to the physical and/or
psychological factors shaping decisions about proceeding to surgery. Most surgical patients also
present with multiple co-morbidities, further complicating the matching process.

There is a reasonable expectation that healthy controls will experience stable cognitive
function during the testing period, offering good insight into different types of performance variability
not attributable to either physical conditions or events such as surgery. This provides an opportunity
for tests and testing procedures to be appraised in relation to other factors (e.g. sensitivity, specificity,
the impact of different retest intervals; [20]. In sophisticated designs, multiple control groups (i.e.
non-surgical patients and healthy volunteers), may be assessed alongside surgical patients. In all
cases, controls should be appropriately matched for gender, age, ethnicity, education, and measures of
physical and psychological health.

Patient Variability

Test performance may vary according to a number of additional patient variables, including
age, education, intelligence quotient (1Q), disease status, number of previous surgeries, and physical
co-morbidities [3,54,55]. It is advisable to consider these variables during assessment and in analysis.
Formal assessments of education and/or 1Q should be made by short-form tests of 1Q or measures that
enable estimates of 1Q to be made (e.g. the National Adult Reading Test [NART]) [56].

Test Administration

In the case of POCD, the ‘usual rules’ of neuropsychological testing apply and the aim of
assessment is to enable patients to achieve optimal performance. It is recommended that assessments
are conducted by a suitably qualified and trained individual, administering tests in an appropriate
setting and in a standardised manner [30]. Testers should pay close attention to the development of
rapport, both to minimise test anxiety and as a means of keeping patients engaged with the
assessment/research process — an important concern in longitudinal studies where attrition rates can be
high. Ideally, all tests should be performed by the same individual in the same location and at the
same time of day. Testing locations should be private, quiet, and free from external distraction [57].

Psychological and Physical Wellbeing
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As performance on neuropsychological tests can be adversely influenced by mood states,
concomitant assessments of anxiety and depression should be undertaken [30]. Anxiety may be
heightened by the imminence of surgery and the test situation [58,59]. Mood states can influence test
performance directly, impeding cognition, and indirectly (e.g. by reducing motivation to perform).
Given the medical context, it is recommended that assessments of physiological and pharmacological
factors are also undertaken. This should include measures of pain, fatigue, insomnia, and analgesic
medication that may impact on test performance [5,60,61]. Particular care may be needed to address
sensory impairments or other physical restraints associated with surgery (e.g. cannulas and infusions
in hands that may impede movement and dexterity). Formal tests of functional abilities may also be
useful [39,18].

Timing of Assessments
Preoperative Assessments

Without an accurate baseline, postoperative deterioration may go undetected. First
assessments should be timed to ensure optimal performance. Assessments performed too close to
surgery may be particularly susceptible to the influence of anxiety, whilst tests scheduled alongside
pre-surgery checks may be influenced by stress and/or fatigue [39,58]. Although surgical
interventions may be scheduled at short-notice, it is recommended, where possible, that baseline
assessments occur 1-2 weeks before surgery and, if co-ordinated to coincide with other pre-surgery
checks, are performed prior to other tests and procedures [58]. It is recognised that pre-existing illness
or injury — in most cases the precipitant of the surgical intervention — may affect performance.
Postoperative Assessments

Timing of postoperative assessments emerges as one of the most significant factors shaping
POCD incidence rates following cardiac surgery [62]. Research follow-up periods have ranged from
one day to five years post-surgery, capturing changes defined as acute (<1 week), intermediate (<3
months), and long-term (>1-2 years) [3, 63]. In the context of recovery, assessments typically occur at
much shorter intervals such as hours and days after surgery [21]. A focus on cognitive aspects of
recovery may be more readily prioritised once the patient is physiologically stable and being
evaluated for home-readiness [64].

10
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As POCD typically demonstrates gradual improvement over time, it is recommended that
postoperative tests are performed within the first week: a time when the risk of POCD is greatest
[3,65]. Some degree of impairment appears to affect almost all patients during this acute postoperative
period, resolving faster in younger patients [66]. It provides an opportunity to look at individual
dfferences in cognition a a response to surgery. As most surgical patients are discharged within one
week [67], it is recommended that tests are re-administered prior to discharge; this is likely to be a
point at which there is a reasonable expectation that most patients are beginning to resume many usual
routines and activities. Tests at this time should consider the potential effects of post-surgical pain,
sleep disturbance, fatigue, nausea, and the effects of opioid and sedative medications, which may not
be entirely resolved by discharge and may increase the risk of ‘false positives’ [68].

Leaving assessment until after this acute period minimises these potential confounds,
however, it also increases the risk that cognitive deficits will be missed, thereby depriving clinicians
of valuable information about recovery [69]. Research suggests that some patients, typically those
who are older and/or have greater impairment at baseline, become increasingly likely to decline
follow-up assessments as time from surgery increases [70]. This should be an added incentive to retest
early. Although there has been considerable variability in the timing of reassessments, most studies
conduct follow-ups within 10 days of surgery [3]. During this period, Monk et al. (2008) found
evidence of POCD in 36.6% of patients aged 18-39 years, 30.4% aged 40-59 years, and 41.4% aged
>60 years [5].

The number and timing of any additional assessments has also differed between studies.
Many researchers have elected to conduct only one follow-up, offering little information about the
duration of cognitive change and/or rates of recovery. A period of three months is commonly applied,
which has been considered an interval that coincides with more complete physical recovery.
Approximately 10% of patients demonstrate persistent impairment at this time [4,5]. Longer-term
follow-ups in studies are much rarer; however, a number of studies have reassessed at one to two
years, some as many as five years, after cardiac and noncardiac surgery [11,71,72,73]. Two collective
reviews of these studies have found little evidence of lasting change resulting from surgery [74,75].
Indeed, the concept of persistent POCD remains somewhat controversial. Clinically, the need for

11
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longer-term follow-up is likely to be determined by the results of earlier assessments and whether a
patient is deemed to have sufficiently recovered function.
Analysis and Interpretation

The analysis and interpretation of assessment data, and the criteria by which POCD is
qualitatively and quantitatively described, are issues of huge practical and conceptual importance.
Although any analysis always involves comparison of preoperative and postoperative performance,
with discrepancy between scores being of central concern, there has been limited agreement regarding
the appropriate statistical approach to use to discern whether any observed changes are clinically
significant [76]. Indeed, this remains a controversial subject and a number of different methods appear
across the literature.

Dichotomisation and ‘Caseness’

Many researchers have opted to characterise POCD by dichotomising test scores (i.e.
assigning them to categories that indicate whether POCD is present or absent). This type of
categorisation, and the use of established ‘cut-offs’ to define caseness, is familiar to medical practice,
where scores on continuous measures are often transformed in this way (e.g. measures of blood
pressure that define a patient as ‘hypertensive’) [77]. One of the most commonly used methods of
defining POCD caseness involves evidencing a percentage decline from baseline performance on a
specified number of cognitive tests, often defined as a decline of around 20% on >2 tests.
Categorisations have also been expressed as a number of standard deviations (SDs) decline from
either an individual baseline or a reference population mean. There is continued debate as to whether
SDs of 1, 1.5, or 2 are appropriate and on how many tests this should apply [34]. Both procedures
recognise the expectation of some degree of error within the assessment process, acknowledging that
a proportion of change is likely to reflect normal variability in performance. All attempt to establish a
magnitude of change that exceeds estimates of normal variability (i.e. significant and case-worthy
change).

Categorising in this way can be useful in the clinical assessment of individual patients, where
there are often established norms but no appropriate control group. It is also an approach that has
encouraged greater consistency within studies, systematising the identification of cases to allow

12
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incidence to be more easily recorded and thus expanding insight into levels of clinical need. There
are, however, significant limitations to categorisation. It has, for example, proven difficult to directly
compare POCD studies where different methods of categorisation are applied; chiefly because
different methods and criteria can produce quite different incidence rates [3]. These differences have
been bought to our attention most starkly in studies applying multiple criteria to the same data.
Mahanna et al. (1996) observed that percentage thresholds generated consistently higher estimates of
POCD than did SD thresholds at discharge (66% vs 35%), six weeks post-surgery (34% vs 13.8%),
and again six months later (19.4% vs 4.4%) [78]. The ISPOCD study went further, applying different
percentage criteria to normative population data, finding vast differences in the incidence of cognitive
dysfunction: from 0% when applying a criterion of 20% decline on two tests, to 40.3% when seeking
25% decline on a single test [4].

Dichotomising continuous variables is also associated with information loss that reduces
statistical power [39,77,79,]. This is a significant consequence given the relatively small samples
recruited to many POCD studies [3]. The risk of identifying false positives increases dramatically
under these methods, especially where test scores in large batteries are analysed individually; in these
cases, the probability of participants demonstrating impairment on at least one measure in a battery
rises exponentially with each test used [35].

There is also significant masking of variability in this process. Dichotomisation provides
definitive numbers of patients demonstrating caseness but offers little insight into the range of
performance within categories. In some instances, useful qualitative descriptors of cognitive status
can be provided to aid interpretation, signifying impairment that is mild, moderate, or severe;
however, such nuance is rarely reported and is often no less arbitrary than grosser dichotomies. In
respect to impairment and recovery, it is important to consider subtler variations in performance (i.e.
change within as well as across categories). During categorisation, scores close to the boundaries
become particularly problematic: two patients producing scores that are very close in absolute terms
may be classified quite differently if these scores fall on either side of an imposed boundary. Small

changes in scores close to designated cut-offs may significantly alter rates of POCD within samples,
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even where such changes are not statistically significant, whilst substantial decline or improvement
further away from the boundary may go undetected if the threshold is not crossed [39].

The arbitrary nature of these thresholds must be acknowledged. There is no conceptually
derived rationale for where cut-offs should be placed and how they should be interpreted. To decipher
the meaning of change scores, it is necessary to keep in mind the purpose of assessment. One must
consider whether it is most important to detect the occurrence of change per se or whether one is
seeking only to establish change of a designated magnitude. This can be a difficult judgement to make
given the lack of consensus on how to differentiate between statistically significant and clinically
meaningful change.

Continuous Change

As an alternative to categorisation, scores may be retained as continuous data. This allows
analysis of degrees of cognitive decline or improvement. Traditionally, the primary aim of
categorisation has been the identification of caseness within the individual or group; continuous data
analysis more readily facilitates subtler comparison between groups. This may include standard
control groups or groups formed of patients receiving different types of anaesthetic and/or surgical
procedures [80,81]. This provides a useful shift in focus away from caseness, and the need to meet
arbitrary thresholds of impairment, towards the concepts of relative impairment and rates of recovery.

Comparative assessment of performance using mean scores is arguably the simplest and most
intuitive method to examine and compare performance in this way: this approach calculates
discrepancy scores based on differences in pre- and postoperative performance (i.e. absolute change
over time). This approach does, however, also have limitations. The most significant of these is the
considerable variability lost when data are combined. When analysed collectively, scores from
patients demonstrating improvement due to learning effects and decline due to cognitive impairment
may produce stable arithmetic means [82]. The identification of particular risk factors for POCD (e.g.
age, previous surgeries) indicate that subgroups are likely to exist even before wider groups are
considered; the ability to detect variable levels of decline, improvement, and stability within and

between groups is imperative.

14
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The interpretation of simple change scores is further complicated by testing confounds (e.g.
practice effects and measurement error) and by established statistical artefacts (e.g. regression to the
mean; RTM) [83]. RTM is a well-observed statistical tendency for scores to regress towards the
population mean at re-administration; this means that lower scores at baseline generally increase
towards the mean, whilst higher scores decrease. These changes occur even in the absence of any true
change in function. As Duff (2010) notes, RTM is often most evident in cognitively stable patients,
where high scores at first administration drift down on repeat testing [84]. This change may easily be
misinterpreted as cognitive decline attributable to surgery. To address the problem of RTM, it is
possible to compute change scores adjusted for baseline variance (i.e. taking into account relative
starting points for each case). These residualised change scores partial out the proportion of follow-up
data that is linearly predictable from baseline, usually achieved through multiple regression modelling
[85]. This allows calculation of change scores that control for variable levels of preoperative
neuropsychological performance [86]. In subsequent analysis, these residualised change scores do not
offer measures of change per se but instead provide indications of whether a post-test score is larger
or smaller than the value predicted by the individual’s baseline assessment.

It can also be difficult to discern from simple discrepancy scores whether change is clinically
significant. This problem has traditionally been addressed by calculating a reliable change index
(RCI); a method first applied to psychometric data to determine whether meaningful change had
occurred following psychotherapy [87]. This technigque produces a standardised z-score that
communicates the number of SDs a score falls above or below a population mean. Transforming
scores in this way allows comparison to normal distributions, offering an indication of whether
change is statistically significant within a particular population. As it is well-established that the
interpretation of change scores is further complicated by testing confounds, there are also modified
versions of the RCI that take practice effects into account — forming the RClpe [88]. This was the
preferred method in the ISPOCD studies, where non-surgical controls were tested to provide estimates
of practice effects [4]. When compared to percentage and SD changes, the RClpe method has been

shown to have superior sensitivity and specificity [37].
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Although modified RCIs have the obvious advantage of considering practice effects, it is
noted that they assume uniformity of such effects across the sample. They also fail to account for
differences in the baseline performance, leaving them susceptible to RTM effects. Further use of
regression-based analysis, enabling consideration of a wide range of individual differences, has thus
been presented as a more sophisticated approach to these problems [89, 90]. Multiple-regression
methods are used to build statistical models that can predict postoperative performance based on
preoperative scores plus any other relevant variables known to influence change to different degrees
(e.g. age, education, retest intervals, RTM, practice effects) [50]. Although large samples are needed
to formulate accurate estimates of change using these methods, they do enable the development of
models that account for a large number of the myriad confounding variables identified in POCD
research, allowing closer inspection of many potential causes of variability within the data [76].

In recent attempts to align POCD with DSM-V criteria for neurocognitive disorders, it has
been suggested that caseness should be based on corrected z-scores, with a decline of 1 to 2 SDs
below either normative or control data characterised as mild disorder and >2SDs as major disorder
[18], leaving open the question of whether modified RCIs or regression-based change scores should
be used. There is a growing movement within the wider neuropsychological literature towards the use
of regression-based methods [91]. Certainly, utilising regression-based approaches in research is
enabling development and validation of interesting new measures that can be applied reliably in
clinical practice, facilitating the meaningful interpretation of individual scores based on normative
data collected from wider populations [92]. The use of regression modelling may also help to redefine
narratives surrounding cognitive impairment and recovery after surgery. These approaches encourage
consideration of finer degrees of change in individuals and groups, moving beyond the rather narrow
focus on absolute deficits and the notion of a POCD ‘diagnosis’. It is certainly hoped these advances
will encourage researchers and clinicians to consider postoperative cognitive function in more fluid
terms, reflecting on the potential for cognitive change rather than deficits alone.

Discussion

This review has addressed the measurement of postoperative cognition and the monitoring of

recovery in function over time. It is recognised that research and clinical practice has been impeded
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by a lack of clarity surrounding clinical definitions of POCD. It continues to be hindered by the use of

inappropriate tests, variability in the timing of assessments, the absence of appropriate control groups,

and lack of agreement on statistical and clinical definitions. Although there is often marked

consternation at these continued inconsistencies, there are a number of important points of agreement

that have emerged and should form the basis of good clinical and research practice:

Practice Points

Cognitive disturbances after surgery are common and typically resolve within days/weeks;
however, for some patients, impairments may persist.

Cognitive recovery is measured as a return to pre-surgery baseline or better.

Diagnosis of POCD always requires objective neuropsychological assessment that includes a
pre-surgery baseline and post-surgery reassessment.

Tests used to assess POCD must be reliable and valid measures capable of capturing subtle
change in relatively short intervals.

Post-surgery reassessments should be undertaken <1 week from surgery, with at least one

follow-up assessments within three months.

Research Agenda

Further work is needed to expand our understanding of POCD in different populations: this
should include different patient groups and surgical procedures and allow for finer analysis of
clinical and demographic factors.

More robust methodological approaches are needed: studies should be longitudinal and
include larger samples with matched-controls; cognitive tests should be valid and reliable,
analysed using appropriate statistical methods.

Sharper focus should be afforded to the concept of cognitive recovery, its trajectory, and the
factors that facilitate or impede the process. This may mark a move away from diagnostic ‘all

or nothing” conceptualisations of POCD.
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