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Abstract
Context. Patients with advanced cancer commonly suffer from both distressing symptoms and cognitive impairment, but
the effect of cognitive impairment on the reliability and validity of symptom self-report is unknown.
Objectives. To evaluate the reliability and validity of symptom self-report in cancer outpatients with and without mild to
moderate cognitive impairment.
Methods. This was an analysis of the longitudinal European Palliative Care Cancer Symptom study of adults with incurable cancer
in specialized palliative care (30 centers across 12 countries). Patients who could not comply with the study because of severe cognitive
impairment were excluded. Cognitive status on the Mini-Mental State Examination short version and nine symptoms (pain, tiredness,
drowsiness, nausea, appetite, breathlessness, depression, anxiety, and well-being) using the revised Edmonton Symptom Assessment
System were self-reported at baseline and one-month follow-up. Reliability was analyzed using intraclass correlation coefficients and
validity using regression of each symptom with health-related quality of life (HrQoL) measured with European Organization for
Research and Treatment of Cancer Quality of Life Questionnaire Core 15 for Palliative Care.
Results. A total of 1047 patients were included: mean age of 62.9 years; 54.4% women; main cancer types were of digestive
organs (26.6%), breast (21.6%), and lungs (21.2%). Cognitive impairment was present in 181 (17.3%) at baseline and
associated with worse self-reported tiredness, drowsiness, appetite, and depression. Reliability (intraclass correlation
coefficient) and validity (associations with HrQoL) were similar between people with/without cognitive impairment across the
nine symptoms, except breathlessness, which showed a weaker relation to HrQoL in patients with cognitive impairment.
Findings were robust in sensitivity analyses and after controlling for potential confounders.
Conclusion. In advanced cancer, self-report of nine major symptoms was reliable and valid also in people with mild-tomoderate cognitive impairment.
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Key Message
In this longitudinal cohort study of 1047 cancer outpatients, mild-to-moderate cognitive impairment was
common (17%). Self-report of nine major symptoms
was reliable and valid also in patients with mild-tomoderate cognitive impairment, but proxy report
may be needed for some patients with advanced
cancer who are unable to self-report.

Introduction
Symptom assessment is essential for clinical evaluation and care in people with cancer for improved
health-related quality of life (HrQoL) and reduced
patient suffering. Symptoms should be assessed using
validated instruments, which have established
reliability and enable valid interpretation and comparison, such as a 0e10 Numerical Rating Scale (NRS).1,2
Although important throughout the disease trajectory,
symptom assessment becomes even more important in
advanced cancer with worsening symptom burden. At
this stage, self-reported symptom measures might be
influenced by clinical factors including cognitive
impairment.
Cognitive impairment is common in cancer,
affecting up to 30% before chemotherapy3 and up
to 75% during or after chemotherapy.4 The impairment is often global, affecting, for example, memory,
attention, and executive functions.5 The cause is
multifactorial and can be related to cancer therapy
(especially chemotherapy),6 pain and other symptoms,7 medications, the cancer itself,4 or secondary
symptoms, such as insomnia, pain, fatigue, and
depression.8,9 Many cancer-related symptoms, such as
pain, are underreported (if not actively assessed) in
cognitively impaired compared with cognitively unimpaired individuals.3 This leads to poorer pain management among cognitively impaired3,10e13 and
highlights the need to actively administer and
thoroughly evaluate self-reported symptom scales in
vulnerable patients to assess and document symptoms
and optimize treatment.
However, cognitive impairment may affect the ability to self-assess symptoms on, for example, the NRS
measures. Because these are popular tools both in
clinical settings and drug trials of patients with cancer,
incorrect self-reporting, on, for example, the NRS,

could result in poorer symptom management and
affect trial outcomes. There are previous studies that
evaluated the properties of the NRS to assess pain in
elderly and cognitive impaired patients;14e19 however,
to our knowledge, the systematic assessment of the
effect of cognitive impairment on symptom scoring using an NRS in patients with cancer is unknown. An
issue when evaluating the accuracy of symptom report
is the lack of an objective gold standard for the experienced sensations other than self-report. As a way to
address this issue, studies have examined the effect
of cognition on the symptom scores’ test-retest
reliability,14,16,20 which informs on the amount of
variability or random error. By comparing with the
reliability in people without cognitive impairment,
one can evaluate whether people with cognitive
impairment self-rate in a less reliable and more varying manner. In addition, the association between the
symptom scores with other relevant scales such as
HrQoL (concurrent validity) can be evaluated, which
informs on the systematic error, or to what degree
the measure assesses the right thing and in a similar
way between groups.21,22
The aims of the present study were to examine if individuals with advanced cancer and cognitive impairment had lower test-retest reliability in self-reported
measures of pain, tiredness, drowsiness, nausea, lack
of appetite, breathlessness, depression, anxiety, and
well-being; poorer association between these ratings
and global HrQoL; and higher rates of missing data,
compared with patients with cancer without cognitive
impairment.

Material and Methods
Study Design and Population
This was a prospective longitudinal analysis of the
European Palliative Care Cancer Symptom (EPCCS)
study, the largest prospective longitudinal study to
date of adults with incurable cancer enrolled in a palliative care program, with data from 30 palliative care
centers across Europe, Australia, and Canada (12
countries).23 The study was performed according to
the Declaration of Helsinki and was registered in the
ClinicalTrials.gov database (NCT01362816). This
article is reported in accordance with the STrengthening the Reporting of OBservational studies in
Epidemiology framework for observational studies.24
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Inclusion criteria for the present analysis were available data on cognition (Mini-Mental State Examination [MMSE] short version) and all nine symptom
scores at baseline. Exclusion criteria for the EPCCS
study included inability to participate because of psychotic disorders, severe cognitive impairment, or language problems.23

Assessments
We included data from the first clinical assessment
(baseline) and the first follow-up appointment after
approximately four weeks.23 Data from subsequent
appointments were not included because of high rates
of missing data. At baseline, assessments included
demographics; time from cancer diagnosis; diagnosed
comorbidities (chronic obstructive pulmonary disease
[COPD], heart disease, liver disease, and renal disease);
marital status; and highest education. At each study
assessment, data were collected on height and weight;
change in weight during the previous two and six
months; cancer diagnosis, cancer stage, metastases to
bone, central nervous system (CNS), lung, lymph nodes, other; medications, including glucocorticoids, opioids, other analgesics, and sedatives/anxiolytics;
Karnofsky Performance Scale;25 severity of nine symptoms (the revised Edmonton Symptom Assessment System; ESAS-r);26 and whether data were patient or proxy
reported. Data on medication preparation or doses
were unavailable. Cognitive status was assessed using
the four-item short version of the MMSE.27,28 In this
short version, the following MMSE items are included:
1) recalling present year (0e1 p), 2) recalling present
date (0e1 p), 3) backward spelling of WORLD (0e5
p; 1 p for each correct letter), and 4) copying of two interlocking pentagons (0e1 p). This instrument screens
for cognitive impairment in memory, attention/executive, and visuospatial domains. Cognitive impairment
was defined as 0 p for year (i.e., incorrect year) or <3
p on spelling WORLD backward or 0 p on pentagon
copying at baseline (i.e., incorrect pentagon
copying).29 Date was not included in the definition of
cognitive impairment because even cognitively unimpaired individuals can have difficulties recalling the
exact present date. Severity of symptoms was scored
on an NRS between 0 (no) and 10 (worst possible) using
the wording of the ESAS-r: ‘‘Please circle the number
that best describes how you feel now.’’26 HrQoL was assessed using the European Organization for Research
and Treatment of Cancer Quality of Life Questionnaire
Core 15 for Palliative Care questionnaire.30
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variables were expressed as frequencies and percentages. Data from the first two assessments were used
because of high rates of patients with missing data at
the third assessment on symptoms or cognition
(n ¼ 716; 45.4%). Only data by patient self-report
were included in the analyses. ESAS-r symptom scores,
their reliability, and concurrent validity (association
with HrQoL) were compared between patients with
and without cognitive impairment. Reliability between
baseline and the second visit was analyzed using the
intraclass correlation coefficient using multilevel
linear regression, accounting for repeated measurements. Associations (concurrent validity) for symptoms with HrQoL at baseline were analyzed using
linear regression. Analyses were adjusted for the
potential confounders: age, sex, level of education,
opioid treatment, and treatment with sedatives/anxiolytics. Whether the associations differed by cognitive
impairment was tested using an interaction term in
the fully adjusted model. P-values of interactions
were calculated using likelihood ratio test.
A sensitivity analysis was conducted, where all analyses were compared between patients who had cognitive impairment at both baseline and follow-up and
patients who did not have cognitive impairment at
any of these assessments. The group with cognitive
impairment at both assessments was relatively small
(n ¼ 52); it was not the primary study population
but was analyzed as a sensitivity analyses.
Estimates were reported with 95% CIs. Statistical
significance was defined as two-sided P-value <0.05.
Statistical analyses were conducted using the software
packages Stata, Version 14.2 (StataCorp LP, College
Station, TX).

Results
Patient Characteristics
A total of 1047 patients were included in the analysis
after excluding patients with missing baseline data on
cognition (n ¼ 56) or missing ESAS-r symptom scores
(n ¼ 107) and patients with data reported by proxy
(n ¼ 529). The included 1047 patients had a mean
age of 62.9 (SD 12.1) years, 54.4% were women, and
the most common cancer types were cancer of the
digestive organs (26.6%), breast cancer (21.6%), and
lung cancer (21.2%) (Table 1). Most patients were
ambulatory (not bedbound), with 69.7% having a
functional status on Karnofsky Performance Scale of
70 or higher.

Statistical Analyses
Baseline patient characteristics were summarized
using mean with SD and median with range or interquartile range for continuous variables with normal
and skewed distribution, respectively. Categorical

Cognitive Impairment and Follow-Up
Cognitive impairment was present in 181 (17.3%)
patients at baseline. The distributions of MMSE scores
stratified by cognitive status are shown in Appendix
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Table 1
Patient Baseline Characteristics by the Presence of Cognitive Impairment
Factor
N
MMSE short version total score;
median (IQR)
Age; mean (SD)
Women
Highest completed education
Less than nine years of
schooling
10e12 yrs of schooling
College or university less than
four years
College or university four years
and greater
Missing
Days since diagnosis; median
(IQR)
Principal cancer diagnosis
Cancer of the head
Cancer of the digestive organs
Cancer of the respiratory organs
Malignant bone tumors
Skin cancer incl. malignant
melanoma
Malignant connective and soft
tissue tumors
Breast cancer
Gynecological cancer
Cancer of the male genital
organs
Urinary cancer
Tumors of the CNS
Malignant endocrine tumors
Secondary and ill-defined
malignant tumors and
unspecified
Leukemias and lymphomas
Missing
Stage of nonsolid cancer
Localized
Disseminated
Stage of solid cancer
Localized
Metastatic
Metastasis to lung
Metastasis to liver
Metastasis to CNS
Metastasis to bone
COPD
Heart disease
Liver disease
Renal disease
Karnofsky Performance Status;
mean (SD)
Body mass index; mean (SD)
Oral corticosteroids
Opioids
Nonopioid analgesics
Sedatives/anxiolytics
Antidepressants
Follow-up visit with self-reported
data

With Cognitive
Impairment, n (%)

Without Cognitive
Impairment, n (%)

P

181
5.00 (4.00, 7.00)

866
8.00 (8.00, 8.00)

<0.001

68.55 (11.52)
83 (45.9)

61.71 (11.87)
487 (56.2)

95 (52.5)

194 (22.4)

65 (35.9)
10 (5.5)

394 (45.5)
169 (19.5)

11 (6.1)

102 (11.8)

0 (0.0)
391 (195, 1114)

7 (0.8)
634 (246, 1627)

<0.001
0.011
<0.001

0.006
0.021

8
43
45
0
3

(4.4)
(23.8)
(24.9)
(0.0)
(1.7)

28
235
177
8
18

(3.2)
(27.1)
(20.4)
(0.9)
(2.1)

3 (1.7)

21 (2.4)

23 (12.7)
18 (9.9)
13 (7.2)

203 (23.4)
45 (5.2)
56 (6.5)

8
4
1
4

(4.4)
(2.2)
(0.6)
(2.2)

30
6
4
8

(3.5)
(0.7)
(0.5)
(0.9)

7 (3.9)
1 (0.6)

24 (2.8)
3 (0.3)

4 (2.2)
5 (2.8)

8 (0.9)
18 (2.1)

0.46

8
135
51
46
17
66
14
68
10
7
63.28

(4.8)
(76.7)
(28.3)
(25.6)
(9.4)
(36.7)
(7.7)
(37.6)
(5.5)
(3.9)
(14.94)

34
732
256
265
65
356
79
212
20
28
72.94

(4.2)
(86.3)
(29.6)
(30.6)
(7.5)
(41.1)
(9.1)
(24.5)
(2.3)
(3.2)
(14.00)

0.74
0.001
0.74
0.18
0.38
0.27
0.55
<0.001
0.018
0.67
<0.001

24.36
79
118
81
71
34
86

(5.00)
(43.6)
(65.2)
(44.8)
(39.2)
(18.8)
(47.5)

24.61
379
479
383
209
118
590

(4.93)
(43.8)
(55.3)
(44.2)
(24.1)
(13.6)
(68.1)

0.56
0.88
0.005
0.72
<0.001
0.061
<0.001

MMSE ¼ Mini-Mental State Examination; IQR ¼ interquartile range; CNS ¼ central nervous system; COPD ¼ chronic obstructive pulmonary disease.
Data presented as frequency (%) or mean (SD) unless otherwise stated.

Fig. 1. Characteristics in patients with and without
cognitive impairment are shown in Table 1. The cognitively impaired group had higher prevalence of men,

lower level of education, lower functional status,
more recent cancer diagnosis, more often in treatment with opioids, sedatives/anxiolytics and
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Table 2
Symptom Scores by Cognitive Status at Baseline

Symptom
Pain
Tiredness
Drowsiness
Nausea
Appetite
Breathlessness
Depression
Anxiety
Well-being

With Cognitive
Impairment
(N ¼ 181)
2.30
4.77
3.27
0.76
3.45
1.69
3.17
2.46
3.70

(2.51)
(3.13)
(2.88)
(1.79)
(3.41)
(2.29)
(3.00)
(2.71)
(2.64)

Without Cognitive
Impairment
(N ¼ 866)
2.07
3.98
2.82
1.04
2.58
1.66
2.27
2.21
3.39

(2.38)
(2.79)
(2.74)
(1.97)
(2.97)
(2.34)
(2.76)
(2.58)
(2.67)
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Table 3
Reliability of Symptom Self-Ratings by Cognitive Status at
Baseline
With Cognitive
Impairment

P
0.25
<0.001
0.048
0.081
<0.001
0.89
<0.001
0.24
0.15

Data presented as mean (SD). P-values were calculated using t-tests.

antidepressants, and were older than patients without
cognitive impairment. Characteristics were similar between groups in terms of cancer types (except slightly
less breast cancer among cognitively impaired), cancer
stage, rate of CNS cancer, and CNS metastases (9.4%
vs. 7.5% in patients without cognitive impairment).
The follow-up assessment was attended by 810
(77.4%) patients after a median of 29 days (interquartile range 27e35; range 14e162). Fewer patients with
cognitive impairment attended the follow-up assessment (125 of 181 [69.1%] vs. 685 of 866 [79.1%];
P ¼ 0.003), and fewer of those attending follow-up
had self-reported data (86 of 125 [68.8%] vs. 590 of
685 [86.1%]; P < 0.001). Cognitive status (MMSE)
by self-report at follow-up was available for 47.5% of
patients with cognitive impairment at baseline,
compared with 68.1% of patients without baseline
cognitive impairment (Appendix Table 1). For
symptom data, patients with cognitive impairment at
baseline had higher rates of missing data at followup, which was consistent across the different
symptoms (Appendix Table 2).

Symptom
Pain
Tiredness
Drowsiness
Nausea
Appetite
Breathlessness
Depression
Anxiety
Well-being

Without Cognitive
Impairment

ICC (95% CI)
0.51
0.53
0.50
0.55
0.56
0.54
0.44
0.40
0.59

(0.41e0.62)
(0.43e0.63)
(0.39e0.60)
(0.45e0.65)
(0.46e0.66)
(0.44e0.64)
(0.33e0.55)
(0.29e0.52)
(0.49e0.68)

0.53
0.54
0.51
0.42
0.50
0.58
0.60
0.56
0.52

(0.49e0.57)
(0.51e0.58)
(0.47e0.55)
(0.37e0.46)
(0.46e0.54)
(0.54e0.62)
(0.56e0.63)
(0.52e0.60)
(0.48e0.56)

ICC ¼ intraclass correlation coefficient.
Reliability of symptom scores (on the revised Edmonton Symptom Assessment
System) was measured using the ICC based on the baseline and first follow-up
visit. Estimates are presented with 95% CIs.

Cognition and Concurrent Validity of Symptoms With
HrQoL
The association of each symptom score with the
perceived overall HrQoL (European Organization
for Research and Treatment of Cancer Quality of
Life Questionnaire Core 15 for Palliative Care) was
compared between people with and without cognitive
impairment, as shown in Table 4. Associations were
adjusted for age, sex, level of education, and treatment with opioids and sedatives/anxiolytics. Worse
symptom scores in both groups were associated with
worse HrQoL. There were no statistically significant
group differences in the associations between symptoms and HrQoL (interaction group  symptom
score), except for breathlessness where the association
between breathlessness and worse HrQoL was smaller
in patients with cognitive impairment (P ¼ 0.016 for
interaction; Table 4).

Sensitivity Analyses
Reliability of Symptom Ratings in Cognitively
Impaired and Unimpaired
Cognitive impairment was associated with worse selfreported tiredness, drowsiness, appetite, and
perceived depression at baseline (Table 2). There
were no differences by cognitive status for levels of
pain, nausea, breathlessness, anxiety, or overall wellbeing.
Reliability (variability between the baseline and the
follow-up assessment) was similar, with no consistent
systematic difference (similar estimates with overlapping 95% CIs) between patients with and without
cognitive impairment overall across the nine symptoms (Table 3). There were trends of differences for
a few symptoms; patients with cognitive impairment
tended to have somewhat lower reliability for anxiety
and depression and slightly higher for nausea, but differences were generally small.

As cognitive status changed in some patients between baseline and follow-up, all analyses were also
conducted in patients with cognitive status defined
as the presence/absence of cognitive impairment
both at baseline and follow-up. Of 641 patients
included in this analysis, 52 (8.1%) had cognitive
impairment at both baseline and follow-up, and 589
(91.9%) did not have cognitive impairment at any of
the assessments. Symptom scores were overall similar
between groups (Appendix Table 3), with cognitive
impairment associated with worse scores for tiredness,
appetite, and depression but with lower levels of
nausea and breathlessness, which was not seen in the
main analysis of the larger patient cohort. Reliability
estimates showed lower precision (because of the
smaller sample size), but the pattern of estimates was
similar to the main analysis (Appendix Table 4). There
was no evidence of lower reliability in people with
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cognitive impairment. Associations of symptoms with
HrQoL showed a similar pattern as in the main
analysis.
In addition, because of non-normality of symptom
scores, we ran all analyses using the logarithm instead
of raw symptom scores, which yielded similar findings.

Discussion
In this large, multinational, prospective, and longitudinal study of 1047 participants with advanced
cancer, we examined the relation between mild-tomoderate cognitive impairment and the ability to
self-report a range of important symptoms: pain,
tiredness, drowsiness, nausea, lack of appetite, breathlessness, depression, anxiety, and overall well-being.
Compared with cognitively unimpaired, patients with
cognitive impairment had similar test-retest reliability
and similar associations with overall QoL for the symptom scores. Patients with cognitive impairment had
more severe disease and were less likely to attend
follow-up and to self-report. The main finding is that
among people with cancer and cognitive impairment
who were able to self-report, symptom ratings were still
reliable and valid compared with people without
cognitive impairment.
This is the largest study, to our knowledge, that evaluates the relation between cognitive impairment and
symptom report and also the broadest study in terms
of the range of evaluated symptoms (nine items),
covering the major symptoms that affect people with
cancer. Most previous studies evaluated self-report of
pain and report that the ability seems intact in mildto-moderate cognitive impairment,16e19 in agreement
with the present study, and that self-assessed and staffassessed pain scores agree down to MMSE scores of 10
out of 30 points (severe cognitive impairment).

Vol.

-

No.

- -

2020

Although the concurrent validity with other scales
seem to diminish in severe dementia,14 at least one
study has shown a high reliability (intraclass correlation coefficient) between three self-reported pain
scales (0.88e0.98), reflected also in correlation with
observational pain ratings (r ¼ 0.25e0.63).15
In the present study, we found that worse symptom
scores were related to cognitive impairment for tiredness, drowsiness, appetite, and perceived depression,
which is in line with previous reports.31e33 Cognitive
status was, however, not associated with ratings for
any other symptoms, which is in agreement with previous studies on anxiety34,35 and pain.36 To the authors’
knowledge, there are no comparable studies on
cognition and reported breathlessness. Experimentally induced acute breathlessness was reported to
affect cognitive control of locomotion in healthy
people.37 In COPD, cognitive impairment on the
MMSE was associated with having more severe symptoms and a larger difference between experienced
and recalled breathlessness (n ¼ 30).38 In contrast,
another study of 183 patients with COPD found
similar characteristics, symptoms, and QoL between
patients with and without cognitive impairment.39
In the present study, symptom scores had similar
associations with perceived HrQoL between patients
with and without cognitive impairment, except for
breathlessness, where a similar increase in the symptom score (worse breathlessness) was associated with
a smaller reduction in HrQoL in patients with cognitive impairment than in patients without cognitive
impairment. As this was the only statistically significant
difference, it should be interpreted with caution as it
not only might reflect a random fluctuation but also
could indicate that other things may be more influential on HrQoL in cognitive impairment.
A limitation of the present study is that the definition
of cognitive impairment was based on a brief cognitive

Table 4
Associations of Self-Rated Symptoms With Global Quality of Life by Cognitive Status
Patients With Cognitive
Impairment
Symptom
Pain
Tiredness
Drowsiness
Nausea
Appetite
Breathlessness
Depression
Anxiety
Well-being

Coefficient
3.17
3.93
3.45
3.63
2.51
0.18
4.05
2.64
5.03

95% CI
4.76
5.01
4.72
5.80
3.60
1.90
5.26
4.12
6.31

to
to
to
to
to
to
to
to
to

1.58
2.84
2.18
1.46
1.43
1.55
2.84
1.15
3.75

Patients Without Cognitive
Impairment
Coefficient
2.48
3.11
2.50
2.68
3.02
2.07
2.76
2.60
3.93

95% CI
3.21
3.67
3.10
3.50
3.55
2.77
3.36
3.24
4.51

to
to
to
to
to
to
to
to
to

1.76
2.54
1.90
1.86
2.48
1.38
2.17
1.97
3.35

Difference in Association (Interaction)
Between the Groups
P
0.56
0.29
0.71
0.41
0.40
0.016
0.067
0.94
0.190

Linear regression of the association for each symptom (assessed using the revised Edmonton Symptom Assessment System instrument) with global health-related
quality of life (HrQoL) measured using European Organization for Research and Treatment of Cancer Quality of Life Questionnaire Core 15 for Palliative Care,
adjusted for age, sex, level of education, and treatment with opioids and anxiolytics/sedatives. Difference in the associations between groups (interaction) was
tested using likelihood ratio test. Higher HrQoL scores (outcome variable) reflect better HrQoL, whereas higher symptom scores (revised Edmonton Symptom
Assessment System instrument; the predictors) reflect more severe symptoms. A negative association is interpreted as that higher symptom scores are associated
with worse HrQoL.
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screening test, which might not detect more subtle
cognitive impairment and made it difficult to further
stratify the participants in different stages of cognitive
impairment. However, this present short version of the
MMSE has shown very high agreement with the fulllength version; it had 96% sensitivity and 91% specificity
to identify cognitive impairment defined as <24 points
on the full-length MMSE.27 A further support for using
this short version was that the prevalence of cognitive
impaired in the present study (17%) was similar to previous studies on cognitive impairment in patients with
cancer (15%e25%).40,41 Nonetheless, to provide a
more robust measure of cognitive status, we ran a sensitivity analysis requiring the cognitive status to remain stable from baseline to the follow-up visit (either
cognitively impaired at both visits or cognitively unimpaired at both visits), which yielded similar results. As
inability to comply with the study for reasons including
severe cognitive impairment was an exclusion criterion
(as in most trials), the present findings pertain to
mild-to-moderate cognitive impairment. Another
possible limitation includes the concurrent validity analysis using self-rated HrQoL. In a scenario, where the
cognitively impaired participants do not remember
recent symptoms (scores falsely low) and overrate their
HrQoL, the association would incorrectly be similar to
the cognitively unimpaired group. However, previous
studies support the validity and hence the use of selfrated HrQoL scales also in cognitively impaired participants,42,43 although it has been questioned in advanced
dementia.44 Nonetheless, we acknowledge that future
studies should also include observational-based ratings
for the concurrent validity analyses. Finally, there were
more missing data for symptom ratings at follow-up
for cognitively impaired participants (about 32% vs.
about 23% for cognitively intact; Appendix Table 2).
This may have caused a slight survival bias, and it also
identifies a shortcoming of self-reported measures in
people who are cognitively impaired compared with
third-party observational assessments.
The present findings have important implications as
they support the use of self-reported symptom
measures also in patients with advanced cancer and
mild-to-moderate cognitive impairment but also highlight that staff-assessed measures might be necessary to
avoid under-reporting of symptoms as many patients
with cancer may not be able to self-report using
questionnaires.36 This informs on the use of selfratings in this population both in clinical practice
and therapeutic trials.45

Disclosures and Acknowledgments
The EPCCS is a collaborative effort between the
European Palliative Care Research Centre (PRC),
and the European Association for Palliative

7

Care-Research Network (EAPC-RN). EPCCS was
partially funded by grant no. 6070 from the joint
Research Council at Norwegian University of Science
and Technology (NTNU) and St. Olavs HospitalTrondheim University Hospital.
M. P. E. was supported by grants from the Swedish
Heart-Lung Foundation, the Swedish Society for Medical Research, and the Swedish Research Council
(Dnr: 2019-02081). S. P. was supported by grants
from the Swedish Research Council.
Role of the funding source: The funders had no
role in study design, conduct, analysis, or reporting.
Data sharing statement: Deidentified study data can
be available on reasonable request and after relevant
ethical review board approval. For further information, contact one of the study primary investigators:
mariajhj@medisin.uio.no
Project management: Marianne J. Hjermstad, PRC/
NTNU; Stein Kaasa, PRC/NTNU/EAPC-RN; Dagny F.
Haugen, PRC/NTNU; P
al Klepstad, PRC/NTNU, and
Gunnhild Jakobsen, PRC/NTNU, Norway; Augusto
Caraceni, PRC/EAPC-RN and Cinzia Brunelli, PRC,
Italy; Per Sjøgren, EAPC-RN, Denmark; Florian Strasser, Switzerland; Barry Laird, PRC, U.K.
Project steering committee: Marianne J. Hjermstad,
PRC/NTNU and Stein Kaasa, PRC/NTNU/EAPC-RN,
Norway; Augusto Caraceni, PRC/EAPC-RN and Cinzia
Brunelli, PRC, Italy; Per Sjøgren, EAPC-RN, Denmark,
Luc Deliens, EAPC-RN, Belgium; Mike Bennett,
EAPC-RN, U.K.; David Currow, Australia; and Vickie
Baracos, Canada.
Core center collaborators, one from each site: Erik
Løhre, St. Olavs Hospital-Trondheim University Hospital; Nina Aass, Oslo University Hospital; Elisabeth
Brenne, Øya Helsehus, and Inge Raknes, Haraldsplass Deaconess Hospital, Norway; Geana Kurita, Rigshospitalet and Mogens Groenvold, Bispebjerg
Hospital, Denmark; Florian Strasser, Cantonal Hospital St. Gallen, and Cristian Camartin, Kantonspital,
Graub€
unden, Switzerland; Alessandra Pigni, Fondazione Scientific Institute for Research, Hospitalization and Healthcare Istituto Nazionale dei Tumori;
Luigi Cavanna, Oncologia Medica Ospedale Di Piacenza; Adriana Turriziani, Hospice Villa Speranza
Roma; Franco Rizzi, UO Complessa di Cure Palliative
e Terapia del Dolore, AO ICP Milan; Laura Piva,
Unita di Cure Palliative Azienda Ospedaliera San
Paolo, Milan; Giampiero Porzio, Oncologia Medica
Universita degli Studi, L’Aquila and Rondini Ermanno, UO Oncologia Medica Arcispedale S. Maria NuovadScientific Institute for Research, Hospitalization
and Healthcare, Reggio Emilia, Italy; Mike Bennett,
Leeds Institute of Health Sciences/University of
Leeds; Barry Laird, Western General Hospital Edinburgh/Beatson West of Scotland Cancer Center, Edinburgh; Andrew Wilcock, Nottingham University

8

Ekstr€o m et al.

Hospitals National Health Service Trust, Nottingham
and Karen Harvie, Marie Curie Hospice, Glasgow,
U.K., Maria Nabal, Hospital Universitario Arnau de
Vilanova Lleida, Antonio N. Tejedor, Hospital Centro
de Cuidados Laguna, Madrid; Josep Porta Sales, Institut Catala d’Oncologia, Barcelona; and Marina
Martı́nez, Clinica Universidad De Navarra Pamplona;
Spain; Konrad Fassbender, University of Alberta,
Canada, David Currow, Flinders University, Australia;
Nikolay Yordanov, Comprehensive Cancer Center
Vratsa, Bulgaria; Koen Pardon, Ghent University Hospital Flanders, Belgium; Ioseb Abesadze, Cancer Prevention Center, Tblisi; and Georgia Madalena Feio,
Instituto Portugu^
es de Oncologia Francisco Gentil
Lisbon, Portugal.
The authors declare no conflicts of interest relevant
for this study.
Ethical approval: Ethical approval was obtained at
each site.

References
1. Wilcock A, Crosby V, Clarke D, Tattersfield A. Repeatability of breathlessness measurements in cancer patients.
Thorax 1999;54:374.
2. Ekstr€
om M, Johnson MJ, Schi€
oler L, et al. Who experiences higher and increasing breathlessness in advanced
cancer? The longitudinal EPCCS Study. Support Care
Cancer 2016;24:3803e3811.
3. Dube CE, Mack DS, Hunnicutt JN, Lapane KL. Cognitive
impairment and pain among nursing home residents with
cancer. J Pain Symptom Manage 2018;55:1509e1518.

Vol.

-

No.

- -

2020

12. Lucca U, Tettamanti M, Forloni G, Spagnoli A. Nonsteroidal antiinflammatory drug use in Alzheimer’s disease.
Biol Psychiatry 1994;36:854e856.
13. Semla TP, Cohen D, Paveza G, et al. Drug use patterns of
persons with Alzheimer’s disease and related disorders living
in the community. J Am Geriatr Soc 1993;41:408e413.
14. Lukas A, Niederecker T, Gunther I, Mayer B, Nikolaus T.
Self- and proxy report for the assessment of pain in patients
with and without cognitive impairment: experiences gained
in a geriatric hospital. Z Gerontol Geriatr 2013;46:214e221.
15. Pautex S, Michon A, Guedira M, et al. Pain in severe
dementia: self-assessment or observational scales? J Am Geriatr Soc 2006;54:1040e1045.
16. Pautex S, Herrmann F, Le Lous P, et al. Feasibility and
reliability of four pain self-assessment scales and correlation
with an observational rating scale in hospitalized elderly
demented patients. J Gerontol A Biol Sci Med Sci 2005;60:
524e529.
17. Krulewitch H, London MR, Skakel VJ, et al. Assessment
of pain in cognitively impaired older adults: a comparison of
pain assessment tools and their use by nonprofessional caregivers. J Am Geriatr Soc 2000;48:1607e1611.
18. Feldt KS, Ryden MB, Miles S. Treatment of pain in
cognitively impaired compared with cognitively intact older
patients with hip-fracture. J Am Geriatr Soc 1998;46:
1079e1085.
19. Ferrell BA, Ferrell BR, Rivera L. Pain in cognitively
impaired nursing home patients. J Pain Symptom Manage
1995;10:591e598.
20. Chen YH, Lin LC. The credibility of self-reported pain
among institutional older people with different degrees of
cognitive function in Taiwan. Pain Manag Nurs 2015;16:
163e172.

4. Janelsins MC, Kohli S, Mohile SG, et al. An update on
cancer- and chemotherapy-related cognitive dysfunction:
current status. Semin Oncol 2011;38:431e438.

21. Hoot MR, Khokhar B, Walker WC. Self-report pain scale
reliability in veterans and service members with traumatic
brain injuries undergoing inpatient rehabilitation. Mil
Med 2019. https://doi.org/10.1093/milmed/usz272 [Epub
ahead of print].

5. Wefel JS, Kesler SR, Noll KR, Schagen SB. Clinical characteristics, pathophysiology, and management of noncentral
nervous system cancer-related cognitive impairment in
adults. CA Cancer J Clin 2015;65:123e138.

22. Mosele M, Inelmen EM, Toffanello ED, et al. Psychometric properties of the pain assessment in advanced dementia
scale compared to self assessment of pain in elderly patients.
Dement Geriatr Cogn Disord 2012;34:38e43.

6. Vega JN, Dumas J, Newhouse PA. Cognitive effects of
chemotherapy and cancer-related treatments in older adults.
Am J Geriatr Psychiatry 2017;25:1415e1426.

23. Hjermstad MJ, Aass N, Aielli F, et al. Characteristics of
the case mix, organisation and delivery in cancer palliative
care: a challenge for good-quality research. BMJ Support
Palliat Care 2016;8:456e467.

7. Lawlor PG. The panorama of opioid-related cognitive
dysfunction in patients with cancer: a critical literature
appraisal. Cancer 2002;94:1836e1853.
8. Janelsins MC, Kesler SR, Ahles TA, Morrow GR. Prevalence, mechanisms, and management of cancer-related
cognitive impairment. Int Rev Psychiatry 2014;26:102e113.
9. Asher A. Cognitive dysfunction among cancer survivors.
Am J Phys Med Rehabil 2011;90:S16eS26.
10. Scherder EJ, Bouma A. Acute versus chronic pain experience in Alzheimer’s disease. a new questionnaire. Dement
Geriatr Cogn Disord 2000;11:11e16.
11. Horgas AL, Tsai PF. Analgesic drug prescription and use
in cognitively impaired nursing home residents. Nurs Res
1998;47:235e242.

24. Elm E, Altman DG, Egger M, et al. Strengthening the
Reporting of Observational Studies in Epidemiology
(STROBE) statement: guidelines for reporting observational
studies. BMJ 2007;335:806.
25. Crooks V, Waller S, Smith T, Hahn TJ. The use of the
Karnofsky Performance Scale in determining outcomes
and risk in geriatric outpatients. J Gerontol 1991;46:
M139eM144.
26. Watanabe SM, Nekolaichuk C, Beaumont C, et al.
A multicenter study comparing two numerical versions of
the Edmonton Symptom Assessment System in palliative
care patients. J Pain Symptom Manage 2011;41:456e468.
27. Fayers PM, Hjermstad MJ, Ranhoff AH, et al. Which
mini-mental state exam items can be used to screen for

Vol.

-

No.

- -

2020

Cognition and Symptom Rating in Cancer Outpatients

9

delirium and cognitive impairment? J Pain Symptom
Manage 2005;30:41e50.

assessment tools among older individuals with cognitive
impairment. Pain Manag Nurs 2015;16:595e601.

28. Kurita GP, Benthien KS, Sjogren P, Kaasa S,
Hjermstad MJ. Identification of the predictors of cognitive
impairment in patients with cancer in palliative care: a prospective longitudinal analysis. Support Care Cancer 2017;25:
941e949.

37. Nierat MC, Demiri S, Dupuis-Lozeron E, et al. When
breathing interferes with cognition: experimental inspiratory loading alters timed up-and-go test in normal humans.
PLoS One 2016;11:e0151625.

29. Dubois B, Burn D, Goetz C, et al. Diagnostic procedures
for Parkinson’s disease dementia: recommendations from
the movement disorder society task force. Mov Disord
2007;22:2314e2324.
30. Groenvold M, Petersen MA, Aaronson NK, et al. The
development of the EORTC QLQ-C15-PAL: a shortened
questionnaire for cancer patients in palliative care. Eur J
Cancer 2006;42:55e64.
31. Ismail Z, Elbayoumi H, Fischer CE, et al. Prevalence of
depression in patients with mild cognitive impairment: a systematic review and meta-analysis. JAMA Psychiatry 2017;74:
58e67.
32. Valentine AD, Meyers CA. Cognitive and mood disturbance as causes and symptoms of fatigue in cancer patients.
Cancer 2001;92:1694e1698.
33. Suma S, Watanabe Y, Hirano H, et al. Factors affecting
the appetites of persons with Alzheimer’s disease and mild
cognitive impairment. Geriatr Gerontol Int 2018;18:
1236e1243.
34. Cha DS, Carmona NE, Rodrigues NB, et al. Cognitive
impairment as measured by the THINC-integrated tool
(THINC-it): the association with self-reported anxiety in major depressive disorder. J Affect Disord 2018;238:228e232.
35. Johansson M, Johansson P, Stomrud E, Hagell P,
Hansson O. Psychometric testing of a Swedish version of
the Apathy Evaluation Scale. Nord J Psychiatry 2017;71:
477e484.
36. Ngu SS, Tan MP, Subramanian P, et al. Pain assessment
using self-reported, nurse-reported, and observational pain

38. Meek PM, Lareau SC, Anderson D. Memory for symptoms in COPD patients: how accurate are their reports?
Eur Respir J 2001;18:474e481.
39. Cleutjens F, Spruit MA, Ponds R, et al. Cognitive impairment and clinical characteristics in patients with chronic
obstructive pulmonary disease. Chron Respir Dis 2018;15:
91e102.
40. Ahles TA, Root JC, Ryan EL. Cancer- and cancer
treatment-associated cognitive change: an update on the
state of the science. J Clin Oncol 2012;30:3675e3686.
41. Lange M, Licaj I, Clarisse B, et al. Cognitive complaints
in cancer survivors and expectations for support: results
from a web-based survey. Cancer Med 2019;8:2654e2663.
42. Crespo M, Hornillos C, Gomez MM. Assessing quality of
life of nursing home residents with dementia: feasibility and
limitations in patients with severe cognitive impairment. Int
Psychogeriatr 2013;25:1687e1695.
43. Torisson G, Stavenow L, Minthon L, Londos E. Reliability, validity and clinical correlates of the Quality of Life
in Alzheimer’s disease (QoL-AD) scale in medical inpatients.
Health Qual Life Outcomes 2016;14:90.
44. Jacob L, Han JW, Kim TH, et al. How different are quality of life ratings for people with dementia reported by their
family caregivers from those reported by the patients themselves? J Alzheimers Dis 2017;55:259e267.
45. Reeve BB, Mitchell SA, Dueck AC, et al. Recommended
patient-reported core set of symptoms to measure in adult
cancer treatment trials. J Natl Cancer Inst 2014;106.

9.e1

Ekstr€o m et al.

Vol.

-

No.

- -

2020

Appendix

Appendix Fig. 1. Distribution of scores from the short version of MMSE at baseline stratified by the presence of cognitive
impairment. The total score was 8 p (0e1 p for date, 0e1 p for year, 0e1 p for pentagon copying, and 0e5 for spelling
WORLD backward). MMSE ¼ Mini-Mental State Examination.

Appendix Table 1
Cognitive Status at Follow-Up by Cognitive Status at
Baseline

Appendix Table 2
Rates of Missing Values for Self-Rated Symptom Scores at
Follow-Up
With Cognitive
Impairment

Follow-Up

Baseline
Without
cognitive
impairment
With cognitive
impairment

With Cognitive
Impairment

Without Cognitive
Impairment

Missing
Data

49 (8.3)

525 (89.2)

15 (2.5)

30 (34.9)

53 (61.3)

3 (3.5)

Cognitive impairment was defined according to the four-item short version of
Mini-Mental State Examination, where 0 p on present year or <3 p on
spelling WORLD backward or 0 p on pentagon copying was classified as
cognitive impairment.

Without Cognitive
Impairment

Missing Values, %
Pain
Tiredness
Drowsiness
Nausea
Appetite
Breathlessness
Depression
Anxiety
Well-being

32.0
32.0
32.0
32.6
31.5
32.0
32.0
31.5
32.0

P-values were analyzed using Chi-squared tests.

22.5
22.2
22.9
22.5
22.2
22.6
22.5
22.5
23.1

P
0.006
0.005
0.009
0.004
0.007
0.007
0.006
0.010
0.011
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Appendix Table 3
Sensitivity Analysis of Symptom Scores in Patients With
and Without Cognitive Impairment Both at Baseline and
Follow-Up (n ¼ 641)

Symptom
Pain
Tiredness
Drowsiness
Nausea
Appetite
Breathlessness
Depression
Anxiety
Well-being

With Cognitive
Impairment Both
at Baseline and
Follow-Up
(n ¼ 52)
1.88
4.37
2.65
0.33
3.10
0.67
3.02
2.58
3.15

(2.30)
(3.40)
(2.95)
(0.96)
(3.39)
(1.28)
(2.91)
(2.70)
(2.41)

Without Cognitive
Impairment Both
at Baseline and
Follow-Up
(n ¼ 589)
1.87
3.67
2.48
0.96
2.20
1.39
2.06
2.02
2.99

(2.22)
(2.76)
(2.61)
(1.91)
(2.81)
(2.19)
(2.66)
(2.47)
(2.57)

Data presented as mean (SD). P-values were calculated using t-tests.

Appendix Table 4
Sensitivity Analysis of Reliability of the Symptom Scores
in Patients With and Without Cognitive Impairment Both
at Baseline and Follow-Up (n ¼ 641)
Cognitive
Impairment at
Baseline and
Follow-Up

P
0.97
0.087
0.64
0.018
0.032
0.021
0.014
0.12
0.66

9.e2

Symptom
Pain
Tiredness
Drowsiness
Nausea
Appetite
Breathlessness
Depression
Anxiety
Well-being

Without Cognitive
Impairment at
Baseline and
Follow-Up

ICC (95% CI)
0.71 (0.56e0.82)
0.63 (0.46e0.77)
0.53 (0.36e0.70)
N/A
0.68 (0.52e0.81)
0.58 (0.41e0.73)
0.51 (0.33e0.68)
0.50 (0.33e0.67)
0.59 (0.43e0.74)

0.51
0.53
0.50
0.40
0.49
0.59
0.58
0.55
0.51

(0.47e0.55)
(0.49e0.57)
(0.46e0.54)
(0.36e0.44)
(0.45e0.54)
(0.55e0.63)
(0.54e0.62)
(0.51e0.59)
(0.47e0.55)

ICC ¼ intraclass correlation coefficient; N/A ¼ not available.
Sensitivity analysis performed in patients with cognitive impairment both at
baseline and follow-up (n ¼ 52) and patients without cognitive impairment
at any of these assessments (n ¼ 589). Nausea in cognitively impaired could
not be analyzed because of few cases.

