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Simple Summary: After cancer diagnosis and treatment, many patients report difficulty with cogni-
tive functions such as learning, memory, and attention. Cancer-related cognitive impairment (also
known as CRCI) can lead to problems in work, social life, and other daily activities. Research on
the treatment of CRCI is ongoing, and one approach, cognitive-behavioral therapy or CBT, may be
helpful. This article describes how to track symptoms with patient-reported outcome measures for
individual cancer survivors who engage in CBT or other CRCI treatments in clinical practice. This
system may help determine if treatments are effective and improve real-world patient outcomes.

Abstract: Cancer-related cognitive impairment (CRCI) affects a large proportion of cancer survivors
and has significant negative effects on survivor function and quality of life (QOL). Treatments for
CRCI are being developed and evaluated. Memory and attention adaptation training (MAAT) is a
cognitive-behavioral therapy (CBT) demonstrated to improve CRCI symptoms and QOL in previous
research. The aim of this article is to describe a single-case experimental design (SCED) approach
to evaluate interventions for CRCI in clinical practice with patient-reported outcome measures
(PROs). We illustrate the use of contemporary SCED methods as a means of evaluating MAAT,
or any CRCI treatment, once clinically deployed. With the anticipated growth of cancer survivor-
ship and concurrent growth in the number of survivors with CRCI, the treatment implementation
and evaluation methods described here can be one way to assess and continually improve CRCI
rehabilitative services.

Keywords: cancer survivorship; cognition; cognitive-behavioral therapy; single-case experimental
design

1. Introduction

Cancer-related cognitive impairment (CRCI) is a prevalent, chronic problem of mild
to moderate cognitive change resulting from disease and/or treatment, negatively af-
fecting survivor occupational and social role function [1-8]. While the exact prevalence
of CRCI is not known, estimates are that nearly half of all survivors may have long-
term mild/moderate cognitive impairment for years after the completion of cancer treat-
ment [1,9]. With 18 million survivors in the US [10] and 19.3 million newly diagnosed

Cancers 2023, 15, 4643. https:/ /doi.org/10.3390/ cancers15184643

https://www.mdpi.com/journal/cancers


https://doi.org/10.3390/cancers15184643
https://doi.org/10.3390/cancers15184643
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/cancers
https://www.mdpi.com
https://orcid.org/0000-0001-9711-022X
https://orcid.org/0000-0001-6895-4490
https://doi.org/10.3390/cancers15184643
https://www.mdpi.com/journal/cancers
https://www.mdpi.com/article/10.3390/cancers15184643?type=check_update&version=1

Cancers 2023, 15, 4643

20f16

individuals worldwide [11] at the time writing, the problem of CRCI is broadening. The
number of cancer survivors is projected to increase substantially, given the combination
of an aging population, improvements in early detection, and the advancement of new
cancer therapies [7,12]. In light of these factors, identifying and delivering effective CRCI
treatment is a priority [13].

Causes of CRCI are thought to be multiple [1,14,15], with numerous mechanisms
explored, including the inhibition of hippocampal neurogenesis, microvascular damage,
oxidative stress, direct neurotoxicities of chemotherapy agents, hormonal disruption with
hormonal therapies, and inflammation [1]. Consistent with this causal diversity, various in-
terventions have been developed and evaluated. These include pharmacologic approaches,
exercise, repetitive cognitive practice with computerized programs, and cognitive behav-
ioral therapy (CBT) [16-21].

While research on CRCI treatment continues, some treatments are beginning to be
used in clinical practice [22]. Understanding how effective any treatment of CRCI may
be under real-world clinical conditions in contrast to the constraints of selective research
eligibility criteria used in randomized clinical trials (RCTs) is critical for (1) optimizing
patient clinical outcomes and (2) estimating the treatment’s value for patients and health-
care professionals [23,24]. The aim of this article is to propose a replicable method of using
single-case experimental design (SCED) and patient-reported outcome measures (PROs)
in clinical settings. Data generated by SCED methods can help refine CRCI treatments
through the identification of the most effective treatment components matched to survivor
characteristics that yield the best outcomes [25,26]. This informs CRCI care in clinical
oncology [24] and helps address unmet survivorship needs [27]. In this article, we illustrate
the use of this system with current cognitive-behavioral therapy (CBT) for CRCI (memory
and attention adaptation training; MAAT) [28,29]. We also present an MAAT case illus-
tration using SCED with freely available PROs and discuss the benefits and limitations of
this method.

1.1. PROs and Single-Case Experimental Design
1.1.1. PROs

PROs have been proposed to be used in routine oncology practice for over a decade
with the dual purpose of clinical monitoring of patient distress (e.g., pain, treatment toxicity,
and psychological distress) and as a metric of health outcomes [30]. Recent guidelines
propose PRO monitoring in three cancer care stages. These include (1) early detection
and management of treatment toxicities, (2) early detection and management of cancer
recurrence and complications, and (3) tailoring supportive cancer care [31]. The focus of
PRO monitoring in this article is to evaluate clinical outcomes of CRCI management in
supportive cancer care settings (e.g., behavioral oncology). For a more extensive overview
of PRO use in cancer care, see Di Maio et al. [31] and the University of North Carolina’s
Patient-Reported Outcomes Core: https:/ /pro.unc.edu (accessed on 9 September 2023).

For PRO monitoring of CRCI, we recommend PROs from the Patient-Reported Out-
comes Measurement Information System® (PROMIS). PROMIS measures are public domain
and freely available through www.healthmeasures.net (accessed on 19 May 2023). How-
ever, observable behaviors, such as the frequency of misplacing personal items, such as
keys or mobile phones, reported by the patient or significant other, can also be used as
an outcome measure (or a dependent variable in SCED; see below) [32]. The eight-item
PROMIS v2.0, Cognitive Function-Short Form 8a (CF8), is a widely used and valuable
PRO of CRCI [33]. It is brief, minimizes the questionnaire burden, and can be completed
weekly by survivors to track their treatment progress (it asks respondents to report on
the “last 7 days”). The CF8 items are derived from the large PROMIS cognitive item
pool and are identical to some items from the Functional Assessment of Cancer Therapy—
Cognitive (FACT-Cog) Perceived Cognitive Impairments scale (PCI) [34], and the measure
is internally consistent with good construct validity [33,35]. CF8 item ratings are scaled
from 5 (never) to 1 (very often, several times a day), with a possible raw score range
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of 8 to 40. A T-score conversion table was published in the PROMIS cognitive function
manual (mean = 50; sd = 10), in addition to an online HealthMeasures Scoring Service
(https:/ /www.assessmentcenter.net/ac_scoringservice (accessed on 19 May 2023)). As
with all PROMIS measures, the higher the score, the more the construct is measured
(higher = better cognitive function). T-scores allow for easy interpretation and standardized
comparisons among other PROMIS measures, such as fatigue, depression, or anxiety, all
of which may covary with or influence CF8 scores. Last, the PROMIS cognitive func-
tion manual recommends a % standard deviation (or five T-score points) change as a
minimal clinically important difference (MCID) [36,37]. That is, if a survivor meets or
exceeds a five T-score point range in improvement from baseline, the change is consid-
ered clinically significant. A broader discussion on PROMIS MCIDs can be found at: http:
/ /www.healthmeasures.net/score-and-interpret/interpret-scores /meaningful-change (ac-
cessed on 19 May 2023) and in relevant reviews [36-38].

1.1.2. SCED for Clinical Practice: Rationale

SCED methods, when combined with routine oncology PRO monitoring in clinical
settings, offer ways to empirically evaluate treatments for CRCI, such as MAAT. This can be
carried out with individual cases or groups of cases [32,39]. We propose taking advantage
of existing PRO monitoring systems and using SCED and contemporary SCED statistical
methods [32,39-43]. This allows for continual data analysis of CRCI treatments in order to
modify and improve them or to better determine which cancer survivors derive benefit and
those who do not. While the gold standard for establishing the efficacy of an intervention
is the RCT, SCED offers a means of evaluating CRCI treatment once it is deployed in
clinical practice.

There are six points that support the rationale for SCED analysis of clinical outcomes:

(1) SCED:s allow for evaluation of all survivors referred for CRCI treatment with any can-
cer diagnosis with one or more comorbidities—this provides important information
about survivors who might not match those carefully selected in RCTs for MAAT or
other CRCI treatments [42,44-46];

(2) SCEDs allow for the evaluation of intra-subject variability with multiple assessments
before, during, and after the course of treatment, whereas large RCTs typically evalu-
ate less frequently (e.g., baseline, post-treatment, and follow-up). SCEDs thus permit
a clearer understanding of the trajectory and timing of treatment response and what
factors contribute to response or non-response [39,40,42];

(3) SCEDs can be used to continually inform and improve treatment and thus keep up
with rapid technological advances of newly developed cancer therapies that may
induce CRCI [22,25,26,47,48];

(4) SCEDs can provide important clinical information about outcomes that can contribute
to the knowledge base of clinical science, especially in rare tumor types, where large
RCTs are not easily conducted (e.g., gastrointestinal stromal tumors) [49];

(5) SCED data take less time to be gathered than RCTs, which typically have delays
in start-up, completion, and results reporting [50], and SCEDs are less expensive
than RCTs.

(6) SCED evaluation can be within a single patient or aggregated across patient cohorts
with multiple SCED reports in one or more forms of cancer treatment. For example,
examining outcomes of several SCED reports of individuals with CRCI who have
undergone chimeric antigen receptor therapy (CAR T-cell) [22]. SCED may also help
identify which survivors benefit most, least, or not all from MAAT [26,40] and explore
possible related effects of other survivor problems, such as medical or psychological
comorbidities [26,32].

1.1.3. SCED Methods and Brief Overview

Below, we review two basic SCEDs that can be used in clinical settings. We use
MAAT as an example of CRCI treatment and CF8 as the target outcome. A case illustra-
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tion is presented later. For more detailed information on SCED, see the excellent classic
work of Barlow and Herson [32,39] and a more contemporary review of SCED selection
by Manolov [42].

The first SCED, the A-B or “bi-phasic” design (Figure 1) [39], is often used in clinical
settings due to its simplicity and practical application. “Phase A” refers to the pre-treatment
baseline with at least three baseline data points, and “Phase B” refers to the treatment
phase, with multiple data points across the course of MAAT or other intervention. The
reason for at least three baseline data points is to identify any possible variation in the target
symptom with a trend of improvement prior to the initiation of treatment. This would
lead to a question of whether treatment was a primary influence of symptom improvement
versus another factor, such as recovery due to treatment expectation or placebo. Follow-
up data assessments can also be conducted well after treatment at defined time points,
such as monthly follow-up assessments, to evaluate outcome durability in CF8 scores.
That is, does the patient’s outcome maintain the MCID well after treatment ends? The
A-B design is used instead of an “A-B-A” design (baseline, treatment, then withdrawal
of treatment, such as drug treatment) because it is not possible to “withdraw” effects of
CBT treatment once an individual has modified thinking or acquired and applied new
knowledge and compensatory behaviors. It is, of course, possible and likely that some
new behaviors or cognitive skills fade after active treatment or regular interaction with
a therapist ends. Thus, follow-up assessments are good practice for assessing treatment
durability. In summary, A-B SCED seems the most practical and least intrusive model to
incorporate in clinical practice.

Begin CF8 T-Score End
Treatment Treatment
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Figure 1. Example of CF8 outcomes in an A-B SCED for CRCI treatment.

The second design is a derivative of A-B SCED. The multiple-baseline (MBL) across-
subject design can be conducted when a small group of three or four survivors start CRCI
treatment at staggered time points but simultaneously begin baseline CF8 administration
(Figure 2). Each survivor has successively longer baselines to control for history and pre-
treatment variation in cognitive symptoms, thus allowing a more rigorous interpretation of
baseline to treatment phase change [39,51]. To add scientific rigor, if survivors are willing
and consent, randomizing individuals to an assigned baseline time period can enhance
confidence in results to account for treatment expectancy factors or eagerness-based “flight
into health” on patient-reported outcomes.

The MBL across-subject method can be used to evaluate survivors in different cate-
gories of interest, such as individuals with rare tumor types for whom large RCTs would
be impractical, such as gastrointestinal stromal tumors [49]. Similarly, this approach can be
useful for small groups of individuals who receive the same new cancer treatment [22] (e.g.,
survivors completing a new anti-PD1/PDL1 therapy).
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Figure 2. Example of CF8 outcomes in a multiple-baseline across-subject design.

Another MBL method is multiple-baseline assessment across symptoms (or behaviors)
in one survivor. For example, PROMIS measures of fatigue, sleep disturbance, and cognitive
function can be concurrently measured during the same baseline time span. All three
outcomes are plotted on three graphs for the same survivor for comparison (Figure 3).
Since PROMIS measures in different domains have T-score conversions, direct quantitative
comparisons can be made. MBL across symptoms can help identify the covariation of
symptoms related to CRCI and the relative impact on treatment. For example, it could be
that fatigue covaries strongly with the improvement in CF8 scores for some individuals
participating in MAAT but not others (note higher CF8 scores = better cognitive function
but lower fatigue/sleep disturbance = less fatigue/sleep disturbance).
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Figure 3. Example of a multiple baseline across symptoms design.

Any practitioner or group of clinicians treating cancer survivors for CRCI can use PRO
monitoring and SCEDs to evaluate CRCI treatment effectiveness, identify which cancer
survivors are most responsive to treatment, and potentially identify targets for treatment
improvement. In the Materials and Methods Section, we describe MAAT in greater detail
and electronic data capture methods using REDCap that can be used in practice. We also
provide instructions on how to set up a REDCap program that deploys weekly PROs in
the Supplemental Materials. MAAT is used for purposes of illustration in this article to
demonstrate the “fit” of SCED design to the CRCI treatment in terms of its number of
visits and desired data points collected for the most valid results possible. We also describe
the methods of analyzing, interpreting, and reporting SCED results. A case illustration
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is presented in the subsequent Results section to demonstrate the utility of SCED and
outcome analysis in a single cancer survivor.

2. Materials and Methods
2.1. MAAT

MAAT is not the only treatment of CRCI under development but has been con-
structed and evaluated over the last 2 decades. MAAT has been shown to improve patient-
reported and objective neurocognitive outcomes and QOL in RCTs with breast cancer
survivors [52-54] and has been shown to improve neurocognitive outcomes in trials of men
and women after traumatic brain injury and those with epilepsy. These results suggest
generalizability across diverse patient populations with differing underlying etiology for
cognitive problems [55,56]. A large multi-site, active control randomized trial is currently
underway with breast cancer survivors (NCT 04586530), and MAAT has been modified for
older adults with an active control RCT in progress (NCT 04669301).

MAAT is a brief CBT and consists of 8 weekly visits of 45-53 min each, with a stan-
dardized clinician manual [28] and survivor workbook [29]. It is designed for telehealth
delivery to minimize the travel burden for survivors [54,57]. On a practical level, MAAT
takes a “compensatory strategy” approach that teaches new skills to aid performance on
daily tasks for which memory is critical [58]. It emphasizes the acquisition of adaptive
behavioral, emotional regulation, and cognitive skills to optimize cognitive performance
and emotional coping with cognitive dysfunction brought on by the biological impacts
of cancer and cancer therapy [28,58,59]. The compensatory strategy approach has been
found to generalize (or “transfer”) across multiple settings better than repetitive practice
(computerized) interventions that limit improvement to trained tasks [59-64]. A deeper
theoretical understanding of MAAT is based on a diathesis—stress model and social learning
theory. This model considers complex biological etiology (e.g., chemotherapy exposure)
and multiple biopsychosocial factors that perpetuate the maintenance of CRCI cognitive
symptoms and distress. Memory and attention are affected by multiple interacting neu-
rocognitive systems. Affective states, physiological arousal, sensory acuity (i.e., hearing
and seeing), and environment all influence orientation, attention, encoding, speed of pro-
cessing, retrieval, recognition, and recall. Under routine, low-demand conditions, these
interacting neurocognitive systems function well for cancer survivors. By contrast, under
conditions of increased demand, cognitive failures may be more frequent and produce
negative consequences. It is at this point where the survivor experiences a perception of
disparity between memory demands in the environment (such as work demands) and
available resources (lowered perceived cognitive abilities) that leads to increased arousal
and distress [65]. This arousal and distress can lead to reduced cognitive performance
through autonomic interference with cognitive systems of attention or recall.

MAAT directly addresses this cycle triggered by the disparity between perceived
demands and perceived cognitive resources (abilities). It does so by enhancing survivor
awareness of this psychological process and by building cognitive coping capacities. MAAT
has 4 components to achieve this: (1) education [66,67]; (2) self-awareness (self-monitoring
to help BCS identify “at risk” situations where memory problems are likely to arise);
(3) compensatory strategies (such as verbal rehearsal, self-instruction, keeping an orga-
nized schedule); (4) stress management (applied relaxation training, cognitive restruc-
turing). These components work in concert to produce improved neurocognitive and
QOL outcomes [53,54,68]. Detailed discussion on the theoretical underpinnings of MAAT
and the mechanisms of behavioral and cognitive change is in the introduction of the
clinician manual [28].

2.2. Data Capture

With existing software, we have developed a data capture method to enable tracking of
MAAT outcomes for cancer survivors anywhere in the world where there is internet access.
Research Electronic Data Capture (REDCap, Version 18.8.3, 2023, Vanderbilt University;
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https:/ /www.project-REDCap.org/ (accessed on 24 July 2023)) is a secure online service
that can build and administer online surveys and store collected data. It is endorsed by
many university-based or other research organizations [69]. It is also an appropriate adjunct
to telehealth clinical service research [70,71] and can remove the data collection burden
from the busy clinician and minimize the questionnaire burden on survivors. REDCap can
automatically send survivors a secure link through their personal e-mail account, where
they can access CF8 and/or other measures through a simple mouse click. We developed
a REDCap program using CF8. We have provided a description of setting up a similar
REDCap program or “project” in the Supplemental Materials.

Once the clinician and survivor agree on MAAT or other CRCI treatment as a plan of
care, steps for enrolling individual survivors in outcomes monitoring involve:

(1) The survivor provides his/her individual e-mail address (an unshared, private account);

(2) The address is entered into a secure link to the REDCap outcomes monitoring system;

(3) REDCap then sends an e-mail to the survivor with a secured link to complete in-
formed written consent (IRB-approved or institutionally approved as a clinical im-
provement project);

(4) After signed consent is obtained, REDCap presents the survivor with a one-time
demographics form assessing variables that could affect MAAT outcomes (e.g., age,
type of cancer, year of diagnosis, type of treatment(s), and year of cancer treatment
completion). These data can help identify which types of cancer survivors respond to
MAAT and can be helpful for clinic management and target resources;

(5) Survivors then complete PROMIS outcome measures via weekly e-mails. No identifying
information, such as e-mail address or name, is linked to responses, demographics,
or PROMIS measure data. REDCap automatically supplies a digital identifier. This
identifier can be used by the clinician to identify and track individual patient outcomes.

Our REDCap/MAAT outcomes monitoring system uses US Health Insurance Porta-
bility and Accountability Act (HIPAA) “Safe Harbor” identification guidelines. Safe Har-
bor guidelines are based on the principle that no data are collected that would allow
an individual to be identified if stolen data were cross-referenced with publicly acces-
sible data (https://www.hhs.gov/hipaa/for-professionals/privacy/special-topics/de-
identification/index.html (accessed on 2 March 2023)) [72]. For example, no addresses,
dates of birth, units of time smaller than one year, etc., are asked for so that these can-
not be cross-referenced with potentially publicly available information such as a birth
certificate or other documents of a particular municipality (e.g., taxation or residential
rolls). Once anonymous data are collected, REDCap can then export the data file (e.g.,
Microsoft Excel) to a secure server for analyses. Finally, an important point must be made
about acquiring PRO data from patients for purposes of clinical service evaluation and
clinical research. Emphatically, no survivor in clinical rehabilitative care is or should be,
mandated to follow a SCED outcomes monitoring protocol. As with any consent process
in healthcare or healthcare research, patients should be allowed to decline data collection
procedures at any time or start MAAT at a time of their choosing in collaboration with their
healthcare professional. We believe we have identified a streamlined consent process with
our outcomes monitoring system that strikes a three-way balance between (1) the rights
and dignity of survivors, (2) the autonomy and judgment of clinical professionals, and
(3) the added value of outcomes data collection and analysis of CRCI treatment in clinical
practice [73]. Contemporary guidelines for discussing the consenting process for outcomes
data collection in a “learning healthcare system” are detailed in comprehensive reviews by
Clapp and Fleisher and Kass and Faden [74,75].

2.3. Analyzing, Interpreting, and Reporting Results
In SCED, there are two methods of analyzing and interpreting data collected: (1) visual
inspection and (2) statistical analysis [42]. Methods of visual inspection include:
(1) Level, or simple quantity of, data in each phase on the vertical axis;
(2) Trend, or slope, in each phase;
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(8) Variability within phases;

(4) Overlap or how similar or different scores are between baseline and treatment phases;

(5) Immediacy of Effect, or how rapidly a survivor may improve cognitive function
in phase B.

There are a number of SCED statistical methods used to determine significant dif-
ferences between baseline (A) and treatment (B) phases [42]. The Tau-U statistic is a test
of “non-overlap” between baseline and treatment phases [42,44,45]. Baseline-corrected
Tau (BC-Tau) affords more robustness using Kendall’s Tau rank correlation coefficient to
evaluate A-B non-overlap [43]. A BC-Tau calculator specifically designed for A-B designs
is available at www.ktarlow.com/stats/tau (accessed on 25 April 2019) [76]. BC-Tau is
expressed as a coefficient bound by —1 to +1 and can be interpreted as an effect size, and
its use in SCED adds confidence to visually observed A-B differences between baseline
and treatment phases [42,43,45]. A value greater than zero indicates a positive association
between the treatment phase and the outcome variable, corrected for any baseline trend, if
necessary, as illustrated in the case example below.

A case Illustration from the primary author’s (RJF) clinical practice Is detailed here
using SCED reporting guidelines. This includes a brief description of survivor charac-
teristics (e.g., cancer diagnosis, cancer treatments, medical comorbidities that can affect
cognition), how and when the intervention (MAAT) was administered, and the outcome
measures used [40,51].

3. Results
3.1. Case Example

Figure 4 presents the case of a 44-year-old, premenopausal female breast cancer
survivor initially diagnosed with ductal carcinoma in situ (DCIS) of the left breast. She un-
derwent a prophylactic double mastectomy with reconstruction. Genetic profiling indicated
she was BRCA 1 and 2-negative, and surgical outcome indicated no evidence of disease
with complete remission. However, 4 years later, she was found to have ER+/HER2+
disease in the left breast. She underwent neoadjuvant chemotherapy with docetaxel, car-
boplatin, trastuzumab, and pertuzumab, followed by surgery and radiotherapy, prior to
daily Tamoxifen (20 mg/day) with Lupron intramuscular injection every three months.
These chemotherapy agents and hormonal therapies were identified as adversely influenc-
ing cognition [1,15], with combined chemotherapy/endocrine therapy showing greater
effects [77]. Neuropsychological testing was completed by an independent clinical neu-
ropsychologist prior to referral to our clinical service. Her intellectual functioning was high,
with a full-scale IQ of 117 and her general cognitive abilities tested at 121 (standard score).
She showed mild to more severe impairments in processing speed relative to her strong
general neuropsychological abilities. For example, a standard score on letter cancellation
was 90, with standard scores of 73 on Stroop color naming and 87 on the Stroop color-word
tests, respectively. In our clinical evaluation, she scored in the normal range for anxiety
(GAD-7 =5) and depression (PHQ9 = 4), suggesting no anxiety or mood disorder.

Processing speed problems were exacerbated by anxious responses under time and
performance demands. As a library teacher of elementary school students, the survivor
reported complaints of being unable to keep up with conversations, respond efficiently to
student behavior, and maintain focus on classroom instruction. This was especially worse
in the latter half of the school day when she was more cognitively fatigued. She instructed
different classes of children of varying ages, requiring modification of the style of classroom
instruction and behavioral management to suit student age levels. Her report of struggles of
“keeping up” under these varying demands was consistent with the MAAT diathesis—stress
conceptualization of the functional impact of cognitive impairments detailed above. These
problems led to a reduction to a half-time employment position.
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Figure 4. Example of MAAT cognitive function (CF8 T-score) and impact on quality of life (IQOL)
outcomes in an A-B SCED.

We agreed upon a treatment plan with MAAT, and she completed CF8 weekly begin-
ning the day of our initial evaluation. She also completed a modified FACT-Cog impact on
quality of life (IQOL) scale, adopting the same Likert scale as CF8 (higher scores = better
QOL; 5 = never; 1 = very often (several times a day), raw score range of 4-20). We used
raw scores on this scale, as there is no current T-score conversion. We also had a goal of
gradually resuming a full-time teaching schedule. It is important to note that while she was
on hormonal therapy and Lupron injection, Lupron was constant throughout the treatment
plan. She did switch from Tamoxifen to Arimidex after the 10th data point (2 July; Figure 4)
and after her best CF8 score. This change may have had a limited impact on CF8 outcomes
since most gains occurred while she was taking Tamoxifen. However, unknown endocrine
level variation could occur with uncertain effects on CF8 scores. Due to her travel and work
schedule, she completed MAAT visits every other week, and we condensed MAAT content
from eight to five visits to minimize the time and travel burden. Prior to the COVID-19
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pandemic, her health insurance plan did not reimburse “video visits”, which our service
did, in fact, have available at the time. Telehealth is presently utilized by a majority of
patients in our behavioral oncology service at UPMC Hillman Cancer Center. While her
case may be common in clinical survivorship service, she would have been excluded from
enrollment in MAAT trials given recurrent cancer, and she would have been dropped from
trial participation given the modification to the MAAT schedule. Therefore, the A-B SCED
outcomes presented are representative of real-world MAAT outcomes.

3.2. Visual Inspection and Statistical Analysis of Outcome Data

Visual inspection of the level, trend, variability, non-overlap between phases, and
immediacy of effect was the first step of the analysis. In Figure 4, the survivor appears to
have improved cognitive symptoms and IQOL in the treatment phase (B) over baseline
levels (A). The trend appears to move upward as MAAT begins, and there is some, though
not excessive, variation within each phase (variability). The baseline data do not appear
to overlap with treatment phase data, and there is some evidence of immediacy of benefit
seen over the first three visits on both the CF8 and IQOL scales. Note, too, that the change
in CF8 twice exceeded the MCID of five T-score points from baseline (25.73) to the last data
point at follow-up (37.93), indicating clinically significant and meaningful change.

For statistical analysis of cognitive function (CF8), over the phase A trend (baseline),
BC-Tau = 0 was not significant (p = 1.0), as there was no variability in the three scores
over three weeks. With no correction needed for baseline trend, the baseline vs. treatment
phase comparison for CF8 scores was completed. There was a significant A-B difference
(Tau = 0.764, p = 0.017; SET,, = 0.289), indicating a statistically significant improvement
in perceived cognitive function with MAAT. The magnitude of Tau demonstrated a large
treatment effect (0.764). For IQOL, the phase A baseline trend was not significant (BC-
Tau = 0.816, p = 0.540). Thus, an uncorrected baseline vs. treatment phase difference
was calculated (BC-Tau) and was significant (Tau = 0.743, p = 0.018; SET,, = 0.299), again
indicating a significantly improved IQOL score with MAAT.

While the MCID was achieved in CF8 and cognitive symptoms and self-reported
QOL improved, the last T-score data point on the CF8 score (37.93) was 1 SD below the
population mean of 50, indicating persistence of symptoms. Finally, with respect to the
goal of returning to full-time employment, she remained in part-time employment.

4. Discussion

This article outlines an outcomes monitoring system using REDCap data capture
software, cost-free measures from PROMIS, and SCED methods to evaluate survivor CRCI
treatment outcomes. In the breast cancer survivor case example, the MCID was achieved
in self-reported cognitive function and IQOL over the course of MAAT and statistical
significance was also observed. MAAT appeared to remain effective for this survivor for
CF8 outcomes even when presented over fewer sessions to accommodate her schedule as
she began to resume social roles post-cancer treatment.

The outcomes monitoring system and SCED methodology detailed here could be used
with multiple cases for purposes of replication and data aggregation across numerous
cases. This would help answer questions about MAAT effectiveness or other CRCI treat-
ments in clinical practice and help cancer rehabilitation facilities evaluate their programs.
Moreover, the data capture and analysis methods described here could help multiple
services aggregate case data and assess which types of survivors with various types of
cancer and/or treatment (e.g., chemotherapies, oral agents, stem cell transplant) respond
favorably to CRCI treatment and which types of survivors may not. In short, cognitive
symptom outcomes monitoring can provide a system by which clinical managers can more
objectively evaluate treatment services to aid resource allocation [78]. For example, it may
be that while chemotherapy recipients tend to respond favorably to CRCI treatment such
as MAAT, individuals who undergo intracranial irradiation may respond more favorably
to pharmacotherapy or computerized interventions. SCED data aggregated across cases
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could provide an improved understanding of effective clinical options for the manage-
ment of CRCI and inform oncology practitioners on how to best approach the problem in
day-to-day practice [23,24].

In the era of precision medicine, SCED methods are being examined as possible ways
to evaluate genomically tailored cancer treatments in clinical oncology settings [79-82].
Some newly developed immune or targeted therapies may be administered to such low
numbers of individuals with certain genotypes that there is not adequate statistical power
to evaluate the effects of CRCI treatment with a standard RCT [22]. Using a cognitive
outcome monitoring system such as that outlined here could help evaluate CRCI treatment
effectiveness in the relatively few individuals with CRCI who have either been treated for
rare cancers or who have undergone novel cancer therapy.

There are limitations to the cognitive outcomes monitoring system presented in this
article. First, while REDCap (and other data capture software) has the capability to auto-
matically remind survivors to complete measures, it does not automatically organize data
or transfer it to highly usable databases for statistical analyses without editing or manag-
ing data, such as providing logical data labels to variable columns or fields. Identifying
trained staff to manage data is critical, but busy clinical services may not have available
personnel. This is one of several barriers to PRO use in cancer clinical practice [30]. As
data capture software improves, better automation of data management systems will likely
evolve. Second, survivors who do not have internet access due to cost or who live in remote
regions where it is unreliable may not be able to benefit from the convenience of remote
outcomes monitoring or CRCI treatment. There is a growing use of local pharmacies as
networks to enhance internet access for telehealth, especially for those who live in rural
regions or who have only occasional access to the internet with smartphones [83,84]. These
and other access methods will require continued development to help close digital access
disparities. Finally, our proposal to use SCEDs to provide information on CRCI treatment
effectiveness does not provide a comprehensive interpretation of individual data, or that
aggregated across numerous cases. SCEDs and PROs can provide valuable information
about CRCI treatment effectiveness, but accurate interpretation of outcomes can provide a
fuller picture of treatment strengths and limitations. For instance, while the case example
presented illustrates some meaningful clinical improvement in cognition and QOL impact
after MAAT, her occupational outcomes (not assessed by PRO in this case) were not im-
proved. Careful review of PROs and the limits of what they can measure is important
in accurately understanding CRCI treatment impact in clinical settings [30]. However,
overall, the outcomes monitoring system proposed here can help contribute to building a
knowledge base of the state of clinical offerings for CRCI management as they continue to
be developed, evaluated, and disseminated. Such information can add to the evidence base
to help cancer care clinicians and patients make informed care choices [23,24].

5. Conclusions

In closing, we have described a system of continuous evaluation once an evidence-
based CRCI treatment, such as MAAT, is deployed in cancer rehabilitation settings. Given
the growing cancer survivor population globally, and thus the growing impact of CRCI on
survivorship disease burden [10,27,85], we urge clinicians and researchers to continue to
develop and refine this system to efficiently evaluate real-world CRCI clinical outcomes. It
is the intent of this article to encourage clinical professionals to consider using elements
of this system in their own clinical practice for CRCI treatment. This will ultimately help
inform the options available for CRCI management in cancer care.
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Author Contributions: Conceptualization, R.J.F.; Methodology and data capture software program-
ming; H.C. and B.G.; Writing, manuscript preparation, review and editing, RJ.F.,, B.C.M., L.T.,, D.M.P.


https://www.mdpi.com/article/10.3390/cancers15184643/s1
https://www.mdpi.com/article/10.3390/cancers15184643/s1

Cancers 2023, 15, 4643 13 of 16

and D.H.B.; Funding acquisition, R.J.F. and B.C.M. All authors have read and agreed to the published
version of the manuscript.

Funding: This research was funded in part by grants from the National Cancer Institute: P30CA047904
and R01CA244673.

Institutional Review Board Statement: Written informed consent was obtained from the patient to
publish this paper on single-case experimental design using de-identified PRO data from clinical
service. The case data presented in this article were not collected in a research study:.

Informed Consent Statement: Written informed consent was obtained from the patient to publish
this paper on a single-case experimental design using de-identified PRO data.

Data Availability Statement: The data used in the case example are not publicly available due to
patient privacy protections. However, raw de-identified data by MAAT visit (dates of visits are
excluded) are available upon written request to the corresponding author.

Acknowledgments: We thank the patient for allowing her clinical data to be included in this report.
We also thank Naomi Massoud for her technical assistance with SCED figures.

Conflicts of Interest: Ferguson is the lead author of Memory and Attention Adaptation Training (MAAT),
which is an evidence-based cognitive-behavioral therapy for the treatment of cancer-related cognitive
impairment, published by Oxford University Press. All co-authors report no potential or current
conflicts of interest. In addition, the funders had no role in the design of the study; in the collection,
analyses, or interpretation of data; in the writing of the manuscript, or in the decision to publish
the results.

References

1. Wefel, J.S.; Kesler, S.R.; Noll, K.R.; Schagen, S.B. Clinical characteristics, pathophysiology, and management of noncentral nervous
system cancer-related cognitive impairment in adults. CA Cancer J. Clin. 2015, 65, 123-138. [CrossRef] [PubMed]

2. Vardy, ].L.; Bray, VJ.; Dhillon, H.M. Cancer-induced cognitive impairment: Practical solutions to reduce and manage the challenge.
Future Med. 2017, 13, 767-771. [CrossRef] [PubMed]

3.  Boykoff, N.; Moieni, M.; Subramanian, S.K. Confronting chemobrain: An in-depth look at survivors’ reports of impact on work,
social networks, and health care response. J. Cancer Surviv. 2009, 3, 223-232. [CrossRef] [PubMed]

4. Mak, AK.Y,; Chaidaroon, S.; Fan, G.; Thalib, F. Unintended consequences: The social context of cancer survivors and work.
J. Cancer Surviv. 2014, 8, 269-281. [CrossRef]

5. Mandelblatt, J.S.; Small, B.J.; Luta, G.; Hurria, A.; Jim, H.; McDonald, B.C.; Graham, D.; Zhou, X.; Clapp, J.; Zhai, W. Cancer-
Related Cognitive Outcomes Among Older Breast Cancer Survivors in the Thinking and Living with Cancer Study. J. Clin. Oncol.
2018, 36, 3211-3222. [CrossRef] [PubMed]

6.  Janelsins, M.C.; Heckler, C.E.; Peppone, L.].; Ahles, T.A.; Mohile, S.G.; Mustian, K.M.; Palesh, O.; O'Mara, A.M.; Minasian, L.M,;
Williams, A.M. Longitudinal Trajectory and Characterization of Cancer-Related Cognitive Impairment in a Nationwide Cohort
Study. J. Clin. Oncol. 2018, 36, 3231-3239. [CrossRef]

7. Stanton, A.L.; Rowland, ].H.; Ganz, P.A. Life after diagnosis and treatment of cancer in adulthood: Contributions from psychoso-
cial oncology research. Am. Psychol. 2015, 70, 159. [CrossRef]

8. Torrente, N.C.; Pastor, J.-B.N.; de la Osa Chaparro, N. Systematic review of cognitive sequelae of non-central nervous system
cancer and cancer therapy. J. Cancer Surviv. 2020, 14, 464-482. [CrossRef]

9. Hardy, S.J.; Krull, K.R.; Wefel, ].S.; Janelsins, M. Cognitive changes in cancer survivors. Am. Soc. Clin. Oncol. Educ. Book 2018,
38,795-806. [CrossRef]

10. Miller, K.D.; Nogueira, L.; Devasia, T.; Mariotto, A.B.; Yabroff, KR.; Jemal, A.; Kramer, J.; Siegel, R.L. Cancer treatment and
survivorship statistics, 2022. CA Cancer J. Clin. 2022, 72, 409-436. [CrossRef]

11. Ferlay, ].; Colombet, M.; Soerjomataram, I.; Parkin, D.M.; Pifieros, M.; Znaor, A.; Bray, F. Cancer statistics for the year 2020: An
overview. Int. J. Cancer 2021, 149, 778-789. [CrossRef] [PubMed]

12.  Siegel, R.L.; Miller, K.D.; Wagle, N.S.; Jemal, A. Cancer statistics, 2023. CA Cancer ]. Clin. 2023, 73, 17-48. [CrossRef] [PubMed]

13. Fernandes, H.A ; Richard, N.M.; Edelstein, K. Cognitive rehabilitation for cancer-related cognitive dysfunction: A systematic
review. Support. Care Cancer 2019, 27, 3253-3279. [CrossRef] [PubMed]

14. Ahles, T.A,; Saykin, A.J. Candidate mechanisms for chemotherapy-induced cognitive changes. Nat. Rev. Cancer 2007, 7, 192-201.
[CrossRef]

15. Mayo, S.J.; Lustberg, M.; Dhillon, H.M.; Nakamura, Z.M.; Allen, D.H.; Von Ah, D.; Janelsins, M.C.; Chan, A.; Olson, K.; Tan, C.]J.
Cancer-related cognitive impairment in patients with non-central nervous system malignancies: An overview for oncology
providers from the MASCC Neurological Complications Study Group. Support. Care Cancer 2021, 29, 2821-2840. [CrossRef]

16. Morean, D.E; O’'Dwyer, L.; Cherney, L.R. Therapies for cognitive deficits associated with chemotherapy for breast cancer: A

systematic review of objective outcomes. Arch. Phys. Med. Rehabil. 2015, 96, 1880-1897. [CrossRef]


https://doi.org/10.3322/caac.21258
https://www.ncbi.nlm.nih.gov/pubmed/25483452
https://doi.org/10.2217/fon-2017-0027
https://www.ncbi.nlm.nih.gov/pubmed/28266247
https://doi.org/10.1007/s11764-009-0098-x
https://www.ncbi.nlm.nih.gov/pubmed/19760150
https://doi.org/10.1007/s11764-013-0330-6
https://doi.org/10.1200/JCO.18.00140
https://www.ncbi.nlm.nih.gov/pubmed/30281396
https://doi.org/10.1200/JCO.2018.78.6624
https://doi.org/10.1037/a0037875
https://doi.org/10.1007/s11764-020-00870-2
https://doi.org/10.1200/EDBK_201179
https://doi.org/10.3322/caac.21731
https://doi.org/10.1002/ijc.33588
https://www.ncbi.nlm.nih.gov/pubmed/33818764
https://doi.org/10.3322/caac.21763
https://www.ncbi.nlm.nih.gov/pubmed/36633525
https://doi.org/10.1007/s00520-019-04866-2
https://www.ncbi.nlm.nih.gov/pubmed/31147780
https://doi.org/10.1038/nrc2073
https://doi.org/10.1007/s00520-020-05860-9
https://doi.org/10.1016/j.apmr.2015.05.012

Cancers 2023, 15, 4643 14 of 16

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Treanor, C.J.; McMenamin, U.C.; O'Neill, R.F,; Cardwell, C.R.; Clarke, M.].; Cantwell, M.; Donnelly, M. Non-pharmacological
interventions for cognitive impairment due to systemic cancer treatment. Cochrane Database Syst. Rev. 2016, 2022, CD011325.
Zeng, Y.; Cheng, A.S.; Chan, C.C. Meta-Analysis of the Effects of Neuropsychological Interventions on Cognitive Function in
Non-Central Nervous System Cancer Survivors. Integr. Cancer Ther. 2016, 15, 424-434. [CrossRef]

Ehlers, D.K,; Fanning, J.; Salerno, E.A.; Aguifaga, S.; Cosman, J.; Severson, J.; Kramer, A.F,; McAuley, E. Replacing sedentary
time with physical activity or sleep: Effects on cancer-related cognitive impairment in breast cancer survivors. BMC Cancer 2018,
18, 685. [CrossRef]

Von Ah, D.; Carpenter, ].S.; Saykin, A.; Monahn, P; Jingwei, W.; Menggang, Y.; Rebok, G.; Ball, K.; Schneider, B.; Weaver, M.; et al.
Advanced cognitive training for breast cancer survivors: A randomized controlled trial. Breast Cancer Res. Treat. 2012, 135, 799-809.
[CrossRef]

Von Ah, D,; Jansen, C.E.; Allen, D.H. Evidence-based interventions for cancer-and treatment-related cognitive impairment. Clin. .
Oncol. Nurs. 2014, 18, 17-25. [CrossRef] [PubMed]

Schagen, S.B.; Tsvetkov, A.S.; Compter, A.; Wefel, ].S. Cognitive adverse effects of chemotherapy and immunotherapy: Are
interventions within reach? Nat. Rev. Neurol. 2022, 18, 173-185. [CrossRef] [PubMed]

He, S.; Lim, C.Y.S,; Dhillon, H.M.; Shaw, J. Australian oncology health professionals” knowledge, perceptions, and clinical practice
related to cancer-related cognitive impairment and utility of a factsheet. Support. Care Cancer 2022, 30, 4729-4738. [CrossRef]
Haywood, D.; Wallace, LN.; Lawrence, B.; Baughman, ED.; Dauer, E.; O’Connor, M. Oncology healthcare professionals
perceptions and experiences of ‘chemobrain’in cancer survivors and persons undergoing cancer treatment. Gen. Hosp. Psychiatry
2023. ahead of print. [CrossRef] [PubMed]

Tolin, D.E; McKay, D.; Forman, E.M.; Klonsky, E.D.; Thombs, B.D. Empirically supported treatment: Recommendations for a new
model. Clin. Psychol. Sci. Pract. 2015, 22, 317.

Czajkowski, S.M.; Powell, L.H.; Adler, N.; Naar-King, S.; Reynolds, K.D.; Hunter, C.M.; Laraia, B.; Olster, D.H.; Perna, EM.;
Peterson, J.C. From ideas to efficacy: The ORBIT model for developing behavioral treatments for chronic diseases. Health Psychol.
2015, 34, 971. [CrossRef]

Fan, R.; Wang, L.; Bu, X.; Wang, W.; Zhu, J. Unmet supportive care needs of breast cancer survivors: A systematic scoping review.
BMC Cancer 2023, 23, 587. [CrossRef]

Ferguson, R.; Gillock, K. Memory and Attention Adaptation Training: A Brief Cognitive Behavioral Therapy for Cancer Survivors.
In Clincian Manual; Oxford University Press: Oxford, UK, 2021.

Ferguson, R.; Gillock, K. Memory and Attention Adaptation Training: A Brief Cognitive Behavioral Therapy for Cancer Survivors.
In Survivor Workbook; Oxford University Press: Oxford, UK, 2021.

Howell, D.; Molloy, S.; Wilkinson, K.; Green, E.; Orchard, K.; Wang, K.; Liberty, J. Patient-reported outcomes in routine cancer
clinical practice: A scoping review of use, impact on health outcomes, and implementation factors. Ann. Oncol. 2015, 26, 1846-1858.
[CrossRef]

Di Maio, M.; Basch, E.; Denis, F,; Fallowfield, L.; Ganz, P.; Howell, D.; Kowalski, C.; Perrone, E; Stover, A.; Sundaresan, P. The role
of patient-reported outcome measures in the continuum of cancer clinical care: ESMO Clinical Practice Guideline. Ann. Oncol.
2022, 33, 878-892. [CrossRef]

Barlow, D.; Nock, M.; Hersen, M. Single Case Experimental Designs: Strategies for Studying Behavior Change, 3rd ed.; Pearson: Boston,
MA, USA, 2009.

Valentine, T.R.; Weiss, D.M.; Jones, J.A.; Andersen, B.L. Construct validity of PROMIS®Cognitive Function in cancer patients and
noncancer controls. Health Psychol. 2019, 38, 351. [CrossRef]

Wagner, L.I; Sweet, J.; Butt, Z,; Lai, J.-s.; Cella, D. Measuring patient self-reported cognitive function: Development of the
functional assessment of cancer therapy-cognitive function instrument. J. Support. Oncol. 2009, 7, W32-W39.

Fieo, R.; Ocepek-Welikson, K.; Kleinman, M.; Eimicke, J.P.; Crane, PK; Cella, D.; Teresi, ].A. Measurement Equivalence of the
Patient Reported Outcomes Measurement Information System®(PROMIS®) Applied Cognition-General Concerns, Short Forms
in Ethnically Diverse Groups. Psychol. Test Assess. Model. 2016, 58, 255. [PubMed]

Draak, T.H.; de Greef, B.T.; Faber, C.G.; Merkies, 1.S.; PeriNomS study group. The minimum clinically important difference
(MCID): Which direction to take. Eur. J. Neurol. 2019, 26, 850-855. [CrossRef] [PubMed]

Chen, C.X; Kroenke, K.; Stump, T.E.; Kean, ].; Carpenter, ].S.; Krebs, E.E.; Bair, M.].; Damush, T.M.; Monahan, P.O. Estimating
minimally important differences for the PROMIS pain interference scales: Results from 3 randomized clinical trials. Pain 2018,
159, 775-782. [CrossRef] [PubMed]

Jacobson, N.S.; Roberts, L.].; Berns, S.B.; McGlinchey, J.B. Methods for defining and determining the clinical significance of
treatment effects: Description, application, and alternatives. J. Consult. Clin. Psychol. 1999, 67, 300-307. [CrossRef]

Barlow, D.H.; Hersen, M. Single Case Experimental Designs; Pergamon Press: Oxford, UK, 1984.

Tate, R.L.; Perdices, M.; Rosenkoetter, U.; Shadish, W.; Vohra, S.; Barlow, D.H.; Horner, R.; Kazdin, A.; Kratochwill, T.; McDonald, S.
The single-case reporting guideline In BEhavioural interventions (SCRIBE) 2016 statement. Evid.-Based Commun. Assess. Intero.
2016, 10, 44-58.

Maggin, D.M.; Briesch, A.M.; Chafouleas, S.M.; Ferguson, T.D.; Clark, C. A comparison of rubrics for identifying empirically
supported practices with single-case research. J. Behav. Educ. 2014, 23, 287-311. [CrossRef]

’


https://doi.org/10.1177/1534735416638737
https://doi.org/10.1186/s12885-018-4603-3
https://doi.org/10.1007/s10549-012-2210-6
https://doi.org/10.1188/14.CJON.S3.17-25
https://www.ncbi.nlm.nih.gov/pubmed/25427606
https://doi.org/10.1038/s41582-021-00617-2
https://www.ncbi.nlm.nih.gov/pubmed/35140379
https://doi.org/10.1007/s00520-022-06868-z
https://doi.org/10.1016/j.genhosppsych.2023.06.017
https://www.ncbi.nlm.nih.gov/pubmed/37407422
https://doi.org/10.1037/hea0000161
https://doi.org/10.1186/s12885-023-11087-8
https://doi.org/10.1093/annonc/mdv181
https://doi.org/10.1016/j.annonc.2022.04.007
https://doi.org/10.1037/hea0000693
https://www.ncbi.nlm.nih.gov/pubmed/28523238
https://doi.org/10.1111/ene.13941
https://www.ncbi.nlm.nih.gov/pubmed/30793428
https://doi.org/10.1097/j.pain.0000000000001121
https://www.ncbi.nlm.nih.gov/pubmed/29200181
https://doi.org/10.1037/0022-006X.67.3.300
https://doi.org/10.1007/s10864-013-9187-z

Cancers 2023, 15, 4643 15 of 16

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.
59.
60.
61.
62.
63.
64.
65.
66.
67.

68.

69.

Manolov, R.; Moeyaert, M. Recommendations for choosing single-case data analytical techniques. Behav. Ther. 2017, 48, 97-114.
[CrossRef]

Tarlow, K.R. An improved rank correlation effect size statistic for single-case designs: Baseline corrected Tau. Behav. Modif. 2017,
41, 427-467. [CrossRef]

Parker, R.I; Vannest, K.J.; Davis, J.L.; Sauber, S.B. Combining nonoverlap and trend for single-case research: Tau-U. Behav. Ther.
2011, 42, 284-299. [CrossRef]

Brossart, D.F; Laird, V.C.; Armstrong, T.W. Interpreting Kendall’s Tau and Tau-U for single-case experimental designs. Cogent
Psychol. 2018, 5, 1518687. [CrossRef]

Cheung, Y.T.; Brinkman, T.M.; Li, C.; Mzayek, Y,; Srivastava, D.; Ness, K K.; Patel, S.K.; Howell, R.M.; Oeffinger, K.C.; Robison, L.L.
Chronic health conditions and neurocognitive function in aging survivors of childhood cancer: A report from the Childhood
Cancer Survivor Study. JNCI J. Natl. Cancer Inst. 2018, 110, 411-419. [CrossRef] [PubMed]

Mohr, D.; Burns, M.N.; Schueller, S.M.; Clarke, G.; Klinkman, M. Behavioral intervention technologies: Evidence review and
recommendations for future research in mental health. Gen. Hosp. Psychiatry 2013, 35, 332-338. [CrossRef]

Sliwinski, M.].; Mogle, ].A.; Hyun, J.; Munoz, E.; Smyth, ].M.; Lipton, R.B. Reliability and validity of ambulatory cognitive
assessments. Assessment 2016, 25, 14-30. [CrossRef] [PubMed]

Ferguson, R.J.; Manculich, J.; Chang, H.; Sareen, N.J.; Snitz, B.E.; Terhorst, L.; Bovbjerg, D.H.; Duensing, A.U. Self-reported
cognitive impairments and quality of life in patients with gastrointestinal stromal tumor: Results of a multinational survey.
Cancer 2022, 128, 4017-4026. [CrossRef] [PubMed]

Insel, T.R.; Gogtay, N. NIMH Clinical Trials: Portfolio, Progress to Date, and the Road Forward; NIMH: Washington, DC, USA, 2021.
Tate, R.L.; Perdices, M.; Rosenkoetter, U.; Shadish, W.; Vohra, S.; Barlow, D.H.; Horner, R.; Kazdin, A.; Kratochwill, T.; McDonald, S.
The single-case reporting guideline in BEhavioural interventions (SCRIBE) 2016 statement. Aphasiology 2016, 30, 862-876.
[CrossRef]

Ferguson, R.J.; Ahles, T.A.; Saykin, A.].; McDonald, B.C.; Furstenberg, C.T.; Cole, B.F.; Mott, L.A. Cognitive-behavioral manage-
ment of chemotherapy-related cognitive change. Psycho-Oncology 2007, 16, 772-777. [CrossRef]

Ferguson, R.J.; McDonald, B.C.; Rocque, M.A.; Furstenberg, C.T.; Horrigan, S.; Ahles, T.A.; Saykin, A.]J. Development of CBT for
chemotherapy-related cognitive change: Results of a waitlist control trial. Psycho-Oncology 2012, 21, 176-186. [CrossRef]
Ferguson, R.; Sigmon, S.T.; Pritchard, A.J.; LaBrie, S.L.; Goetze, RE.; Fink, C.M.; Garrett, AM. A randomized trial of
videoconference-delivered CBT for survivors of breast cancer with self-reported cognitive dysfunction. Cancer 2016, 122, 1782-1791.
[CrossRef]

Caller, T.A.; Ferguson, R.J.; Roth, RM.; Secore, K.L.; Alexandre, EP.; Zhao, W.; Tosteson, T.D.; Henegan, P.L.; Birney, K.; Jobst, B.C.
A cognitive behavioral intervention (HOBSCOTCH) improves quality of life and attention in epilepsy. Epilepsy Behav. 2016,
57,111-117. [CrossRef]

McDonald, B.C.; Flashman, L.A.; Arciniegas, D.B.; Ferguson, R.J.; Xing, L.; Harezlak, J.; Sprehn, G.C.; Hammond, EM,;
Maerlender, A.C.; Kruck, C.L. Methylphenidate and memory and attention adaptation training for persistent cognitive symptoms
after traumatic brain injury: A randomized, placebo-controlled trial. Neuropsychopharmacology 2017, 42, 1766-1775. [CrossRef]
[PubMed]

Ferguson, R.J.; McDonald, B.C.; Terhorst, L.; Gibbons, B.; Zhao, S.; Bailey, J.; Kreitz, A. Telehealth cognitive-behavioral therapy for
cancer-related cognitive impairment: A model for remote clinical trial participation. Am. Soc. Clin. Oncol. 2022, 40, TPS12143.
[CrossRef]

Wilson, B. Neuropsychological rehabilitation. Annu. Rev. Clin. Psychol. 2008, 4, 141-162. [CrossRef] [PubMed]

Wilson, B.A. Compensating for cognitive deficits following brain injury. Neuropsychol. Rev. 2000, 10, 233-243. [CrossRef]

van Heugten, C.M.; Ponds, R.W.; Kessels, R.P. Brain Training: Hype or Hope? Taylor & Francis: Abingdon, UK, 2016.

Lustig, C.; Shah, P; Seidler, R.; Reuter-Lorenz, P. Aging, training, and the brain: A review and future directions. Neuropsychol. Rev.
2009, 19, 504-522. [CrossRef] [PubMed]

Rohling, M.; Faust, M.; Beverly, B.; Demakis, G. Effectiveness of Cognitive Rehabilitation Following Acquired Brain Injury: A
Meta-Analytic Re-Examination of Cicerone et al.’s (2000, 2005) Systematic Reviews. Neuropsychology 2009, 23, 20-39. [CrossRef]
Sohlberg, M.M.; Matee, C.A. Cognitive Rehabilitation: An Integrative Neuropsychological Appraoch; Guilford Press: New York, NY,
USA, 2001.

Wilson, B. The clinical neuropsychologist’s dilemma. J. Int. Neuropsychol. Soc. 2005, 11, 488—493. [CrossRef] [PubMed]

Lazarus, R.S. Stress and Emotion: A New Synthesis; Springer Publishing Company: Berlin/Heidelberg, Germany, 2006.

Wang, Y.; Chan, R.; Deng, Y. Examination of postconcussion-like symptoms in healthy university students: Relationships to
subjective and objective neuropsychological function performance. Arch. Clin. Neuropsychol. 2006, 21, 339-347. [CrossRef]
Iverson, G.; Lange, R. Examination of” postconcussion-like” symptoms in a healthy sample. Appl. Neuropsychol. 2003, 10, 137-144.
[CrossRef]

Thayer, J.; Hansen, A.L.; Saus-rose, E.; Johnsen, B.H. Heart rate variability, prefrontal neural function, and cognitive performance:
The neurovisceral integration perspective on self-regulation, adaptation and health. Ann. Behavorial Med. 2009, 37, 141-153.
[CrossRef]

Patridge, E.F.; Bardyn, T.P. Research Electronic Data Capture (REDCap). J. Med. Libr. Assoc. JMLA 2018, 106, 142. [CrossRef]


https://doi.org/10.1016/j.beth.2016.04.008
https://doi.org/10.1177/0145445516676750
https://doi.org/10.1016/j.beth.2010.08.006
https://doi.org/10.1080/23311908.2018.1518687
https://doi.org/10.1093/jnci/djx224
https://www.ncbi.nlm.nih.gov/pubmed/29088360
https://doi.org/10.1016/j.genhosppsych.2013.03.008
https://doi.org/10.1177/1073191116643164
https://www.ncbi.nlm.nih.gov/pubmed/27084835
https://doi.org/10.1002/cncr.34469
https://www.ncbi.nlm.nih.gov/pubmed/36125989
https://doi.org/10.1080/02687038.2016.1178022
https://doi.org/10.1002/pon.1133
https://doi.org/10.1002/pon.1878
https://doi.org/10.1002/cncr.29891
https://doi.org/10.1016/j.yebeh.2016.01.024
https://doi.org/10.1038/npp.2016.261
https://www.ncbi.nlm.nih.gov/pubmed/27874023
https://doi.org/10.1200/JCO.2022.40.16_suppl.TPS12143
https://doi.org/10.1146/annurev.clinpsy.4.022007.141212
https://www.ncbi.nlm.nih.gov/pubmed/17716045
https://doi.org/10.1023/A:1026464827874
https://doi.org/10.1007/s11065-009-9119-9
https://www.ncbi.nlm.nih.gov/pubmed/19876740
https://doi.org/10.1037/a0013659
https://doi.org/10.1017/S1355617705050599
https://www.ncbi.nlm.nih.gov/pubmed/16209430
https://doi.org/10.1016/j.acn.2006.03.006
https://doi.org/10.1207/S15324826AN1003_02
https://doi.org/10.1007/s12160-009-9101-z
https://doi.org/10.5195/jmla.2018.319

Cancers 2023, 15, 4643 16 of 16

70.

71.

72.

73.

74.
75.

76.

77.

78.

79.

80.
81.

82.

83.

84.

85.

Bunnell, B.E.; Sprague, G.; Qanungo, S.; Nichols, M.; Magruder, K.; Lauzon, S.; Obeid, J.S.; Lenert, L.A.; Welch, B.M. An
Exploration of Useful Telemedicine-Based Resources for Clinical Research. Telemed. E-Health 2019, 26, 51-63. [CrossRef] [PubMed]
Lépez, C.M.; Qanungo, S.; Jenkins, C.M.; Acierno, R. Technology as a means to address disparities in mental health research: A
guide to “tele-tailoring” your research methods. Prof. Psychol. Res. Pract. 2018, 49, 57. [CrossRef]

Bowman, M.A.; Maxwell, R.A. A beginner’s guide to avoiding Protected Health Information (PHI) issues in clinical research-With
how-to’s in REDCap Data Management Software. J. Biomed. Inform. 2018, 85, 49-55. [CrossRef] [PubMed]

Faden, R.R.; Beauchamp, T.L.; Kass, N.E. Informed consent, comparative effectiveness, and learning health care. N. Engl. ]. Med.
2014, 370, 766-768. [CrossRef] [PubMed]

Clapp, J.T.; Fleisher, L.A. What is the Realistic Scope of Informed Consent? Elsevier: Amsterdam, The Netherlands, 2018.

Kass, N.E.; Faden, R.R. Ethics and Learning Health Care: The Essential roles of engagement, transparency, and accountability.
Learn. Health Syst. 2018, 2, e10066. [CrossRef]

Tarlow, K.R. Basleine Corrected Tau Calculator. Available online: http:/ /www.ktarlow.com/stats/tau (accessed on 25 April 2019).
Wagner, L.I; Gray, R.J.; Sparano, ].A.; Whelan, T.].; Garcia, S.F; Yanez, B.; Tevaarwerk, A.].; Carlos, R.C.; Albain, K.S.; Olson, J.A., Jr.
Patient-reported cognitive impairment among women with early breast cancer randomly assigned to endocrine therapy alone
versus chemoendocrine therapy: Results from TAILORXx. J. Clin. Oncol. 2020, 38, 1875. [CrossRef]

Nekhlyudov, L.; Mollica, M.A.; Jacobsen, P.B.; Mayer, D.K.; Shulman, L.N.; Geiger, A.M. Developing a quality of cancer
survivorship care framework: Implications for clinical care, research, and policy. JNCI . Natl. Cancer Inst. 2019, 111, 1120-1130.
[CrossRef]

Percha, B.; Baskerville, E.B.; Johnson, M.; Dudley, J.; Zimmerman, N. Designing robust N-of-1 studies for precision medicine:
Simulation study and design recommendations. J. Med. Internet Res. 2019, 21, e12641. [CrossRef]

Collins, ES.; Varmus, H. A new initiative on precision medicine. N. Engl. . Med. 2015, 372, 793-795. [CrossRef]

Levit, L.A; Kim, E.S.; McAneny, B.L.; Nadauld, L.D.; Levit, K.; Schenkel, C.; Schilsky, R.L. Implementing Precision Medicine in
Community-Based Oncology Programs: Three Models. J. Oncol. Pract. 2019, 15, 325-329. [CrossRef] [PubMed]

Tsimberidou, A.M.; Miiller, P; Ji, Y. Innovative trial design in precision oncology. In Seminars in Cancer Biology; Elsevier:
Amsterdam, The Netherlands, 2022; pp. 284-292.

Turner, K.; Weinberger, M.; Renfro, C.; Ferreri, S.; Trygstad, T.; Trogdon, J.; Shea, C.M. The role of network ties to support
implementation of a community pharmacy enhanced services network. Res. Soc. Adm. Pharm. 2019, 15, 1118-1125. [CrossRef]
[PubMed]

Turner, K.; Nguyen, O.; Hong, Y.-R; Tabriz, A.A.; Patel, K; Jim, H.S. Use of electronic health record patient portal accounts among
patients with smartphone-only internet access. JAMA Netw. Open 2021, 4, €2118229. [CrossRef] [PubMed]

Fitzmaurice, C.; Allen, C.; Barber, R M.; Barregard, L.; Bhutta, Z.A.; Brenner, H.; Dicker, D.J.; Chimed-Orchir, O.; Dandona, R.;
Dandona, L. Global, regional, and national cancer incidence, mortality, years of life lost, years lived with disability, and disability-
adjusted life-years for 32 cancer groups, 1990 to 2015: A systematic analysis for the global burden of disease study. JAMA Oncol.
2017, 3, 524-548. [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1089/tmj.2018.0221
https://www.ncbi.nlm.nih.gov/pubmed/30785853
https://doi.org/10.1037/pro0000176
https://doi.org/10.1016/j.jbi.2018.07.008
https://www.ncbi.nlm.nih.gov/pubmed/30017974
https://doi.org/10.1056/NEJMhle1313674
https://www.ncbi.nlm.nih.gov/pubmed/24552325
https://doi.org/10.1002/lrh2.10066
http://www.ktarlow.com/stats/tau
https://doi.org/10.1200/JCO.19.01866
https://doi.org/10.1093/jnci/djz089
https://doi.org/10.2196/12641
https://doi.org/10.1056/NEJMp1500523
https://doi.org/10.1200/JOP.18.00661
https://www.ncbi.nlm.nih.gov/pubmed/30802151
https://doi.org/10.1016/j.sapharm.2018.09.015
https://www.ncbi.nlm.nih.gov/pubmed/30291004
https://doi.org/10.1001/jamanetworkopen.2021.18229
https://www.ncbi.nlm.nih.gov/pubmed/34309671
https://www.ncbi.nlm.nih.gov/pubmed/27918777

	Introduction 
	PROs and Single-Case Experimental Design 
	PROs 
	SCED for Clinical Practice: Rationale 
	SCED Methods and Brief Overview 


	Materials and Methods 
	MAAT 
	Data Capture 
	Analyzing, Interpreting, and Reporting Results 

	Results 
	Case Example 
	Visual Inspection and Statistical Analysis of Outcome Data 

	Discussion 
	Conclusions 
	References

