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Abstract
Background/Aims: Many variables influence the quality of life in older adults with dementia. 
We aim to quantify how the relationship between pain and quality of life in nursing home 
residents with severe dementia can be explained by neuropsychiatric symptoms, depressive 
symptoms, and activities of daily living. Methods: This article presents cross-sectional base-
line data from a cluster randomised controlled trial. Results: The total and direct effects of 
pain on quality of life were statistically significant. Both neuropsychiatric and depressive 
symptoms partially mediated the relationship between pain and quality of life. Activities of 
daily living acted as a mediator only when modelled together with depressive symptoms. 
Conclusion: Pain, neuropsychiatric symptoms, and depressive symptoms appear to be im-
portant factors that influence the quality of life for nursing home residents with severe de-
mentia. Therefore, multidimensional interventions may be beneficial for maintaining or im-
proving quality of life in this population. © 2017 The Author(s)

Published by S. Karger AG, Basel

Introduction

In 2010, an estimated 35.6 million people worldwide were affected by dementia, and this 
number is expected to almost double every 20 years as the population ages [1]. Studies based 
on the Norwegian nursing homes (NHs) have shown that the proportion of residents affected 
by dementia was as high as 80% [2, 3]. Dementia has severe consequences for those affected 
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as well as for their families and carers. In addition, dementia is an expensive health care issue, 
especially in the last years of a person’s life [4]. Considering that dementia has no cure, it is 
imperative to maintain or enhance the quality of life (QoL) for persons with dementia. 
However, determining what constitutes QoL from the perspective of a person with dementia 
is challenging, especially in the later stages of this disease [5, 6]. According to Lawton [7], in 
persons with dementia, QoL includes the ability to perform activities of daily living (ADL), 
engaging in social behaviour, balanced positive emotions, and an absence of negative emotions. 
However, there is no clear understanding of how insights into concepts such as QoL change 
as dementia progresses [8]. Thus, formal assessments of QoL indicators are necessary to 
emphasise that QoL is as relevant to people with dementia as it is to the general population 
[9]. Previous studies have shown that many variables are associated with QoL in NH residents 
with dementia [10–12], which contributes to the complexity of dementia care. Studies of the 
relationship between QoL and neuropsychiatric symptoms (NPS) have shown that an 
increasing occurrence of NPS, especially depression and anxiety, is associated with reduced 
QoL [10–14]. In addition to NPS, several studies have investigated the association between 
QoL and impaired ADL in this population, but with inconsistent findings. Some found a statis-
tically significant association between QoL and ADL [10–12], whereas a systematic review 
concluded that there is no convincing evidence for an association between QoL and activity 
limitation [13].

Pain is a common problem among older adults, and it is estimated that ≥50% of NH resi-
dents with dementia experience pain on a regular basis [15–18]. Despite over a decade of 
research into this subject, pain is still assessed and treated inadequately in this population 
[17, 19]. This is a pressing ethical and professional concern because uncontrolled pain has a 
major impact on the individual, as well as affecting the management of health care and costs, 
and thus it has a great societal impact [20]. In general, pain impacts emotional, social, and 
physical functioning [21], and there is evidence of a significant association between pain and 
QoL in middle-aged cohorts. However, less is known about the relationship between pain and 
QoL in older adults [22]. In older adults with dementia, pain is associated with a higher occur-
rence of NPS, such as agitation, aggression, and depression [23–28], and it also affects ADL 
and care activities [29, 30]. However, it is important to note that the evidence for these asso-
ciations is not strong [31]. The relatively small number of studies of the association between 
pain and QoL in NH residents with dementia found that pain affected QoL to varying degrees 
[12, 32–35]. However, we do not know how pain exerts its effect on QoL in this population. 
Furthermore, as reviewed above, both pain and QoL are in themselves associated with NPS 
(including depressive symptoms) and ADL in NH residents with dementia. Yet, the focus of 
previous research has primarily been on the impact of selected variables and not on possible 
mediation patterns.

In the present study, our objective was to explore whether the relationship between pain 
and QoL in NH residents with severe dementia is mediated by NPS, depressive symptoms, 
and/or ADL. Thus, we investigated the mediating effect of NPS, depressive symptoms, and 
ADL on the relationship between pain and QoL among older adults with severe dementia.

Subjects and Methods

Study Design
This study used cross-sectional data obtained from a single-blinded, parallel, cluster 

randomised controlled trial conducted in Norwegian NHs between March 2015 and June 
2016 (ClinicalTrials.gov: NCT02945865).

http://dx.doi.org/10.1159%2F000468923
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Participant Involvement
No patients were able to take part in formulating the research question, designing, or 

conducting the research. Registered nurses (RNs) from NHs not participating in the study 
provided feedback on the tolerance and acceptance of the data collection procedure and 
informed the choice of which measurement tools to use by providing their experience and 
preferences. The RNs also provided valuable feedback on the feasibility of the study’s 
inclusion/exclusion criteria.

Sample
A total of 112 inpatients from 16 NHs were included. Eligible residents were identified in 

a 2-step process:
−− Step 1. RNs in the NHs included residents according to the following criteria: (1) aged 65 

years or older; (2) diagnosis of dementia in the medical records; and (3) lacking the 
capacity for self-reporting or being non-verbal, which is a clinical feature of advanced 
dementia [36].

−− Step 2. The first author further assessed the residents recruited from step 1 in terms of 
whether they fulfilled 1 or more of the following criteria: clinically significant (1) pain, 
(2) agitation, or (3) NPS at the study’s baseline. Clinically significant pain was defined as 
a score ≥5 on the Doloplus-2 pain scale [37]. A score ≥39 on the Cohen-Mansfield 
Agitation Inventory (CMAI) [38, 39] indicated significant agitation, and NPS were defined 
as a score ≥4 on a single item (frequency × severity) of the Neuropsychiatric Inventory, 
Nursing Home Version (NPI-NH) [3]. The CMAI was only used in the eligibility assessment, 
not in further analysis for this paper.
The RNs identified 121 eligible patients in step 1; none of the residents were excluded in 

step 2. Of the 121 eligible residents identified in steps 1 and 2, 9 residents were excluded (1 
resident died, 2 residents were withdrawn by RNs, and 1 NH with 6 residents withdrew their 
participation). Residents with a short-term stay admission (<4 weeks) were not eligible for 
participation. The RNs performed the recruiting procedure so no information was available 
about those who declined to participate.

Data Collection
An RN at the NH collected the demographic data, medical diagnoses, and details on the 

prescribed medications from the residents’ medical records using standardised forms. 
Trained RNs collected the data on pain, depressive symptoms, ADL, and QoL using validated 
assessment tools. The investigator (first author) administered the NPI-NH in standardised 
interviews with the RNs to collect data about NPS, and the investigator was on site and 
available for questions when the RNs collected the data.

Measures
Pain. Doloplus-2 is a pain assessment tool based on observations of behaviour in older 

adults with cognitive impairment [37, 40]. The scale comprises 10 items grouped into 3 
dimensions: somatic, psychomotor, and psychosocial reactions to pain. Each item in the 3 
dimensions is scored from 0 to 3, where 0 indicates that the behaviour considered is “as 
usual” or “absent,” whereas 3 is the highest score for the behaviour. The total score ranges 
from 0 to 30, where a score ≥5 indicates pain [37]. The Norwegian version of Doloplus-2 has 
been tested in Norwegian NH populations [32, 40, 41]. Cronbach’s α for our study was 0.78. 
A cut-off value of ≥5 was used in the analyses.

Neuropsychiatric Symptoms. The NPI-NH was used to assess the occurrence, frequency, 
and severity of behavioural and NPS. Using scripted questions, the caregivers answered 
whether the resident exhibited a specific behaviour or not. If “present,” the caregiver was 
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asked to rate the frequency (1 = rarely, i.e., less than once per week; 2 = sometimes, i.e., about 
once per week; 3 = often, i.e., several times per week but less than every day; or 4 = very often, 
i.e., once or more per day/essentially present continuously) and severity (1 = mild; 2 = 
moderate; and 3 = serious). For each of the behavioural domains, a total domain score was 
calculated by multiplying the frequency and severity (F × S). The total NPI-NH score, ranging 
from 0 to 120, was calculated by summing up all of the first 10 domain scores. If neurovege-
tative symptoms are not of particular importance, the tool’s developer recommends excluding 
the domain scores “Sleep and night-time behaviour disorders” and “Appetite and eating 
changes” from the total NPI-NH score [42]. The Norwegian version of the NPI-NH is valid and 
reliable [43]. Cronbach’s α for this study was 0.50 with 10 items. The NPI-NH has been 
suggested for both clinical and research use by the Norwegian National Advisory Unit on 
Ageing and Health, and it is a frequently used tool for assessing NPS in Norwegian NHs. Due 
to the low internal consistency in our study, confirmatory factor analysis of the NPI-NH was 
conducted to determine whether our data had the same structure as the 3- or 4-factor solu-
tions proposed by Selbæk and Engedal [44]. Our data did not have an acceptable fit, or any 
other factor solution. Thus, we treated the NPI-NH scale as unidimensional, and the total 
score was used in the analyses.

Depressive Symptoms. The Cornell Scale for Depression in Dementia is used to assess 
signs and symptoms of depression in older adults with moderate-to-severe dementia [45]. 
Each patient’s primary care provider at the NH (an RN or nurse assistant) was interviewed 
by an RN based on the 19 items of the scale, where each was scored as: 0 = absent; 1 = mild 
or intermittent; 2 = severe; or “a” = unable to evaluate. The item scores were added together 
to obtain a total score, where a score of ≤6 indicated the absence of depressive symptoms. A 
score of 7–11 indicated a possible mild depressive episode, and a score ≥12 suggested a 
moderate-to-major depressive episode [46]. The Norwegian version is valid and reliable [47]. 
In our study, Cronbach’s α was 0.85.

Activities of Daily Living. The Physical Self-Maintenance Scale comprises 2 scales: Perfor-
mance ADL (PADL) and Instrumental ADL [48]. We used the 6 PADL items toileting, feeding, 
dressing, grooming, physical ambulation, and bathing. There were 6 possible options with 
associated scores (from 0 = not applicable and 1 = total independence to 5 = total depen-
dency) for each item to describe the person’s level of functioning. Higher scores indicated 
lower levels of functioning. In the current study, the single item scores were added together 
to obtain a summed score, and we used a cut-off score ≥18 (a score ≥3 on the single items) 
to indicate moderate-to-high dependency. The Norwegian version of the scale has been used 
in large NH studies in Norway [3, 47, 49]. Cronbach’s α for this study was 0.77.

Quality of Life. The Quality of Life in Late-Stage Dementia (QUALID) scale has 11 items 
[50]. A proxy who observed a resident’s behaviour during the previous week assessed the 
frequency of each item on a 5-point scale, which ranged from “never/seldom” to “most of the 
day.” The total score ranged from 11 to 55, where lower scores denoted higher QoL [50]. 
There is no established cut-off for indicating high/low QoL on this scale. The QUALID scale 
has been translated into Norwegian and shown to be both valid and reliable [51]. In the 
present study, the internal consistency was α = 0.81. A continuous score was used in the 
analyses.

Ethics
Given the severity of cognitive impairment in the participating residents, written consent 

was obtained from the residents’ next of kin before the residents were included in the study. 
If the RNs considered that study participation might be a burden for the resident, the resident 
was withdrawn from the study. The Regional Ethics Committee approved the procedure of 
this study (Ref. No. 2014/1431; REC South East, Norway).
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Data Analyses
We used baseline data from a cluster randomised trial for the analysis presented in this 

study. Therefore, we tested whether the groups were balanced at baseline using the Mann-
Whitney U test for continuous variables and the χ2 test for categorical variables. There were 
no statistically significant differences between the clusters, so the data were further treated 
as 1 sample.

Spearman’s rank test was used to test for correlations between the independent and the 
mediator variables. The mediation analyses were performed as described by Hayes [52], 
using the PROCESS macro. PROCESS is based on ordinary least-squares regression [52], and 
it was used to estimate: (1) the total effect of pain on QoL (c); (2) the direct effect of pain on 
QoL (c′); and (3) the specific indirect effects through mediator NPS (model 1) or depressive 
symptoms (model 2) only, and mediator ADL only (aibi). Unstandardised coefficients are 
presented in the figures and tables [53]. Age and sex were included as covariates in the model. 
Confidence intervals for the indirect effects were constructed using a bias-corrected boot-
strap method [53] with 10,000 bootstrap samples. This study was exploratory, so multiple 
testing adjustments were not performed.

All of the statistical analyses were conducted using SPSS Statistics (version 22; IBM Corp., 
Armonk, NY, USA).

Multiple Mediation Models
Mediation analysis helps to explain the mechanisms that underlie an observed rela-

tionship between independent and dependent variables [53]. Hayes presented 2 types of 
multiple mediator models: the serial and the parallel model. In the serial model, one of the 
mediators causes/affects the other mediator. By contrast, in the parallel model, the mediators 
are not causally related to one another.

We tested 2 mediation models to explore the relationship between pain and QoL. Two 
different models were tested, because we hypothesised that NPS and depressive symptoms 
may affect the association between pain and QoL in different ways, and explain different 
amounts of the variance in QoL. Because NPS are composed of varying syndromes, we hypoth-
esised that this variable would operate in a different way compared to a more delineated 
syndrome like depression. In model 1, we tested whether the relationship between pain and 
QoL was mediated by NPS and ADL, and in model 2 we tested depressive symptoms and ADL 
as mediators.

Preliminary Analyses
The bivariate correlation analysis showed statistically significant correlations between 

pain and NPS, depressive symptoms, ADL, and QoL (Table 1). “Depressive symptoms” is one 

Pain NPS Depressive 
symptoms

ADL

Pain
NPS 0.36***
Depressive symptoms 0.37** 0.43***
ADL 0.29* 0.17 0.05
QoL 0.52*** 0.60*** 0.57*** 0.33***

Bold type signifies significance: * p < 0.05; ** p < 0.01; *** p < 0.001. 
NPS, neuropsychiatric symptoms; ADL, activities of daily living; QoL, 
quality of life.

Table 1. Bivariate correlation 
between the study variables
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of the items that comprises NPS, so we were not surprised to find a moderate correlation 
between NPS and depressive symptoms (Spearman’s ρ = 0.43). Based on previous research 
[54, 55], we hypothesised a serial multiple mediator model where NPS affected ADL in model 
1, and depressive symptoms affected ADL in model 2. However, we found no statistically 
significant correlations between our proposed mediators: NPS and ADL, or depressive 
symptoms and ADL (Table 1). Consequently, our data did not satisfy the assumptions of a 
serial model, which is why we rejected our hypothesised serial models in favour of parallel 
models (Fig. 1).

Results

Sample Characteristics
Among the 112 residents included in this study, 69% were women. The median age was 

84 years (range, 68–99). Over one-third of the sample (39%) had a degenerative type of 
dementia (Alzheimer, frontotemporal, or Lewy body) and 36.6% were categorised as “unspec-
ified.” The median length of stay in the NH was 26 months (range, 1–178). The prevalence of 
pain was 67.9%. The median total pain score was 8. The median total score for ADL was 20, 
and 65% of the sample were moderately to highly dependent in ADL. For NPS, the median 
total score was 22. The median total score on the Cornell Scale for Depression in Dementia 
was 6, and 42% of the sample had a possible mild or moderate-to-severe depressive episode. 
For QoL, the median total score was 24. More details on the sample’s characteristics are 
shown in Table 2.

Mediation Analysis
Model 1 tested the specific indirect effects of NPS (M1) and ADL (M2) on the association 

between pain (X) and QoL (Y). Model 2 tested the specific indirect effects through depressive 

Pain QoL

NPS

ADL

a1 = 1.40

a2 = 0.25

b1 = 0.22

b2 = 0.25

c’ = 0.42

a

Pain QoL

Depressive
symptoms

ADL

a1 = 0.40

a2 = 0.25

b1 = 0.78

b2 = 0.41

c’ = 0.39

b

Fig. 1. Parallel multiple mediator 
models. a Model 1: pain (X), QoL 
(Y), NPS (M1), and ADL (M2). 
b Model 2: model 1: pain (X), QoL 
(Y), depressive symptoms (M1), 
and ADL (M2). ADL, activities of 
daily living; NPS, neuropsychiat-
ric symptoms; QoL, quality of life.
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symptoms (M1) and ADL (M2). Age and sex were not statistically significant covariates in 
these models.

As shown in Table 3, both model 1 and model 2 explained 28% of the variance in QoL. The 
total (c) and direct effects (c′) of pain on QoL were statistically significant in both models. The 
total effect indicates that an increased pain score was associated with an increased QoL score 
(c = 0.80) after adjusting for all the mediators. Higher QUALID scores represented lower QoL. 
The direct effect indicates that pain was independently associated with QoL (model 1: c′ = 0.42; 
model 2: c′ = 0.39) and not completely mediated through NPS, depressive symptoms, and ADL.

The results obtained from models 1 and 2 indicate that pain was associated with an 
increased NPS burden, ADL dependency, and the number of depressive symptoms. Our medi-
ation analysis showed how much the scores for the proposed mediators increased when pain 
increased by 1 unit (ai: X → M1 and X → M2). For each unit change in pain, NPS increased by 
1.40 and ADL by 0.25 units. Pain was significantly associated with more depressive symptoms 
(a1 = 0.40) and ADL (a2 = 0.25) scores in model 2.

Furthermore, we estimated how much QoL changed when our proposed mediators 
increased by 1 unit (bi: M1 → Y and M2 → Y). Model 1 showed that having a higher NPS score 
was significantly associated with higher QoL scores (b1 = 0.22), indicating that an increase in 
NPS reduced QoL. There was no statistically significant association between ADL and QoL in 
model 1. In model 2, both depressive symptoms (b1 = 0.78) and ADL (b2 = 0.41) were asso-
ciated with a higher QoL score, which demonstrated their negative impact on QoL.

Table 2. Sample characteristics

Variable n (%) Median (min, max)

Age, years 84 (68, 99)
Duration of stay in nursing home, monthsa 26 (1, 178)
Sex

Female 78 (69.6)
Male 34 (30.4)

Type of dementia
Degenerative 44 (39.3)
Vascular 16 (14.3)
Mixed 10 (8.9)
Secondary 1 (0.9)
Unspecified 41 (36.6)

Pain
Not present (Doloplus-2 score ≤5) 36 (32.1)
Present (Doloplus-2 score ≥5) 76 (67.9)

Pain score 8 (0, 22)
Depressive symptoms

Absence of depressive episode (Cornell score ≤6) 65 (58.0)
Possible mild depressive episode (Cornell score 7–11) 26 (23.2)

Depressive symptoms score 6 (0, 33)
ADL

Independent to low dependency (PSMS score ≤17) 39 (34.8)
Moderate-to-high dependency (PSMS score ≥18) 73 (65.2)

ADL score 20 (10, 28)
NPS score 22 (0, 74)
QoL score 24 (11, 48)

PSMS, Physical Self-Maintenance Scale; ADL, activities of daily living; NPS, neuropsychiatric symptoms; 
QoL, quality of life. a Missing data on 5 participants at baseline. Variable not included in the mediation analysis.
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Finally, we estimated the specific indirect effect of pain on QoL through our mediators 
(aibi: X → M1 → Y and X → M2 → Y). In model 1, ADL was not a mediator in the relationship 
between pain and QoL. NPS partially mediated in the link between pain and QoL (a1b1 = 0.31). 
About 40% of the total effect of pain on QoL was mediated through NPS. In model 2, both 
depressive symptoms (a1b1 = 0.31) and ADL (a2b2 = 0.10) partially mediated the relationship 
between pain and QoL. Almost 13% of the total effect of pain on QoL was attributed to ADL. 
A larger effect was observed for depressive symptoms, which accounted for 38.6% of the total 
effect of pain on QoL.

Discussion

In this study, we aimed to obtain insight into the underlying mechanisms in the rela-
tionship between pain and QoL in NH residents with severe dementia by testing 2 multiple 
mediator models. This is the first study to investigate the possible mediation effect of 
depressive symptoms, NPS, and ADL on the association between pain and QoL in this patient 
population. As expected, our results showed that both NPS and depressive symptoms partially 
mediated the relationship between pain and QoL. Surprisingly, the role of ADL in the mech-
anism underlying pain and QoL differed in the 2 models. In the first model, ADL was not a 
mediator, whereas ADL mediated the relationship between pain and QoL in the second model. 
These findings suggest that NPS and depressive symptoms are the main mechanisms by 
which pain exerts its effect on QoL, which highlights the importance of assessment and inter-
vention regarding pain and behavioural and psychiatric symptoms in order to maintain or 
increase QoL in this patient population. Given the suggestion that NPS and depressive 
symptoms influenced the association between pain and QoL in different ways, we found that 
the proportions mediated by NPS and depressive symptoms were approximately the same. 
However, regarding explained variance, NPS explained more of the variance in QoL than did 
symptoms of depression.

Another important finding of this study is that pain was associated with increased NPS 
burden, ADL impairment, and symptoms of depression. This supports the findings of previous 
studies [23–30] and reinforces our understanding of the impact of pain on well-being in 
cognitively impaired older adults. Furthermore, both mediation models confirmed that pain 

Table 3. Results of the mediation analysis: total, direct, and indirect effects

c (SE) c′ (SE) ai (SE) bi (SE) aibi [95% CI] Proportion 
mediated

R2

Model 1
Total effect 0.80 (0.12)*** 0.28
Indirect effect via NPS 1.40 (0.27)*** 0.22 (0.04)*** 0.31 [0.18, 0.50] 39.1% 0.20
Indirect effect via ADL 0.25 (0.08)*** 0.25 (0.13) 0.06 [–0.00, 0.17]
Direct effect 0.42 (0.12)*** 53.0%

Model 2
Total effect 0.80 (0.12)*** 0.28
Indirect effect via 

depressive symptoms 0.40 (0.09)*** 0.78 (0.10)*** 0.31 [0.16, 0.48] 38.6% 0.15
Indirect effect via ADL 0.25 (0.08)*** 0.41 (0.13)** 0.10 [0.04, 0.21] 12.9% 0.09
Direct effect 0.39 (0.11)*** 48.5%

Bold type signifies significance: ** p < 0.01; *** p < 0.001. NPS, neuropsychiatric symptoms; ADL, activities of daily living.
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might reduce QoL in institutionalised older adults with severe dementia, which is in accor-
dance with previous research [33–35, 56]. These findings highlight the importance of adequate 
pain assessment and management in this population, which may benefit NPS, depressive 
symptoms, ADL, and QoL. In a systematic review, Pieper et al. [57] concluded that the available 
evidence suggests that pain interventions are effective in reducing both pain and behavioural 
symptoms in people with dementia.

As expected, our study showed that both NPS and depressive symptoms were associated 
with reduced QoL in NH residents with dementia, which is consistent with previous studies 
[10–13], especially when proxy rated [14]. This indicates that preventing and reducing both 
NPS and symptoms of depression may increase the QoL in this population.

Interestingly, we found that ADL was only significantly associated with QoL when 
modelled together with depressive symptoms, indicating a possible interaction between 
those 2 factors. Cipher and Clifford [54] refer to research on QoL where functional capacity is 
suggested to be the ultimate manifestation of QoL. However, our data do not support this 
hypothesis. An association between ADL and QoL has been reported in previous studies [10–
12]. Thus, we hypothesised that previous studies found a significant association whereas we 
did not because ADL is more important for certain domains of QoL rather than for overall QoL, 
such as the “well-being” subscale of the QUALID scale, as considered previously [10], or the 
QUALID “comfort” subscale [11].

Our findings indicate that older adults with severe dementia may suffer from several 
co-occurring debilitating symptoms. Our results indicate that a large proportion of our sample 
was burdened by pain, with moderate-to-high dependency in ADL and a probable or definite 
depressive episode. Every resident screened for inclusion (step 2 in the recruitment 
procedure) had clinically significant pain, NPS, or agitation. These factors may present as 
similar behaviours and interact in different ways. Behaviours such as aggression, agitation, 
and strained body expressions are frequently interpreted as a symptom of dementia and not 
recognised as a possible symptom of pain [57], and pain is the last factor to be assessed as the 
cause of residents’ behaviour [58]. We note that behaviour may be the only means of commu-
nication for people affected by severe dementia; however, it is challenging to assess whether 
this behaviour is an indicator of pain, or a manifestation of other conditions such as depression 
[59]. Therefore, behavioural changes in long-term care residents with cognitive impairment 
might have multifactorial causes and manifestations.

Strengths and Limitations
One strength of this study is that we only included NH residents with severe dementia. 

Our sample is more homogeneous than samples comprising people with varying degrees of 
dementia – which may affect the generalisability of our results. However, the relatively small 
sample size may also affect the generalisability of our findings.

The data analysed were cross-sectional, and thus we were unable to comment on causal 
relationships. Nevertheless, we still consider that our results may provide important insights 
into this complex process by identifying associations between variables and providing 
evidence concerning the mechanism of pain and QoL in NH residents with severe dementia.

The effects estimated in this study may be considered small, even though most of the 
pathways estimated by the mediation analysis were statistically significant. However, statis-
tical significance does not necessarily imply clinical relevance or relevance to patients.

Furthermore, our data were based on proxy assessment, because self-reporting by resi-
dents was not possible due to their degree of cognitive impairment. However, the proxies were 
trained and they knew the residents very well, and we have no reason to consider that the 
results are not reliable given the constraints of the data collection method. In addition, no other 
assessment method is currently recognised as a “better” approach than that used in this study.
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Due to their high workload, the NHs were not able to include every resident who satisfied 
the inclusion criteria. However, there is no reason to consider that the selected participants 
were different from those who were not selected.

Many tools have been developed for pain assessment in people with dementia; however, 
there is limited evidence for the validity of these tools [60]. The Norwegian version of 
Doloplus-2 needs further validation in populations that cannot self-report pain [32]. Ques-
tions about the scale’s sensitivity and specificity have been raised [61]. Furthermore, there is 
a lack of information about how the cut-off score was determined, and it has not been empir-
ically validated [41, 61]. However, based on the Norwegian and international literature [32, 
60, 61], we considered Doloplus-2 to be the most appropriate of the tools available in 
Norwegian.

Furthermore, the high correlation between QoL and pain, symptoms of depression, and 
NPS might indicate conceptual overlapping, which has consequences for both research and 
clinical practice. Overlapping behavioural manifestations observed in, for instance, depression, 
pain, and dementia make it challenging for health care professionals to differentiate between 
these concepts in clinical practice [62]. In research, conceptual overlap may make the relative 
importance of each concept unclear [63]. In this study, measurement overlap may have led to 
an overestimation of the strengths of the associations between the variables included in our 
mediation models.

In this study, we do not have data that would allow us to discuss in detail in what way the 
identified mediation patterns may be similar or vary with the degree of cognitive functioning 
or with the setting (e.g., NH vs. community). However, we recognise it as an interesting field 
for further research. Moreover, it would be useful to conduct a longitudinal study to examine 
whether adequate pain management over time is associated with improvements in QoL and 
ADL, as well as with reduced occurrence of NPS and depressive symptoms. Considering that 
NPS comprises several symptoms that often cluster together and overlap with each other, we 
suggest examining how single items that compose NPS might affect the relationship between 
pain and QoL in dementia, which is an exciting area for further research.

Practical Implications
From a clinical point of view, the findings of this study extend previous assumptions and 

empirical research by providing insight into the mechanisms that underlie the relationship 
between pain and QoL. Our selected study variables are the most prevalent, and they are 
highly relevant in NH residents with severe dementia. We showed that pain is strongly corre-
lated with QoL and only partially mediated by symptoms of depression, NPS, and ADL. A 
better understanding of the effects of pain, NPS, depressive symptoms, and ADL on QoL may 
help elucidate some of the complexities of dementia care faced by health care professionals 
every day. Moreover, it can provide a foundation for the design of more effective interven-
tions that have the potential to change care delivery and resource use.

Conclusion

The main finding of this study is that both NPS and depressive symptoms partially 
mediated the relationship between pain and QoL, which suggests that NPS and depressive 
symptoms are the main mechanisms by which pain exerts its effect on QoL in NH residents 
with severe dementia. ADL was a mediator only when combined with depressive symptoms 
and not when combined with NPS. Pain, depressive symptoms, and NPS appear to be important 
factors that influence QoL; therefore, multidimensional interventions may be beneficial for 
QoL in NH residents with severe dementia.

http://dx.doi.org/10.1159%2F000468923


119Dement Geriatr Cogn Disord ExtraE X T R A

Rostad et al.: Associations between Pain and Quality of Life in Severe Dementia: 
A Norwegian Cross-Sectional Study

www.karger.com/dee
© 2017 The Author(s). Published by S. Karger AG, BaselDOI: 10.1159/000468923

Acknowledgement

We thank Prof. em. Knut Engedal for his valuable comments during the design of the 
study and in the preparation of the manuscript. The authors like to thank all the residents, 
their next of kin, and the staff of the participating nursing homes for their willingness and 
enthusiasm that made this study possible. We thank the Oslo and Akershus University College 
of Applied Sciences for funding this study and publication in this journal.

Statement of Ethics

The Regional Ethics Committee approved the procedure of this study (Ref. No. 2014/1431; 
REC South East, Norway).

Disclosure Statement

No conflicts of interest are to be declared.

Funding Sources

The Oslo and Akershus University College of Applied Sciences funded the first author’s 
doctoral studies. The second author is supported by a Canadian Institutes of Health Research 
New Investigator Award.

References

 1	 Prince M, Bryce R, Albanese E, Wimo A, Ribeiro W, Ferri CP: The global prevalence of dementia: a systematic 
review and metaanalysis. Alzheimers Dement 2013;9: 63–75.e2.

 2	 Bergh S, Holmen J, Saltvedt I, Tambs K, Selbæk G: Dementia and neuropsychiatric symptoms in nursing-home 
patients in Nord-Trøndelag County (in English, Norwegian). Tidsskr Nor Laegeforen 2012;132: 1956–1959.

 3	 Selbæk G, Kirkevold Ø, Engedal K: The prevalence of psychiatric symptoms and behavioural disturbances and 
the use of psychotropic drugs in Norwegian nursing homes. Int J Geriatr Psychiatry 2007;22: 843–849.

 4	 Kelley AS, McGarry K, Gorges R, Skinner JS: The burden of health care costs for patients with dementia in the 
last 5 years of life. Ann Intern Med 2015;163: 729–736.

 5	 Moyle W, Murfield JE: Health-related quality of life in older people with severe dementia: challenges for 
measurement and management. Expert Rev Pharmacoecon Outcomes Res 2013;13: 109–122.

 6	 Beerens HC, Sutcliffe C, Renom-Guiteras A, Soto ME, Suhonen R, Zabalegui A, et al: Quality of life and quality 
of care for people with dementia receiving long term institutional care or professional home care: the European 
RightTimePlaceCare study. J Am Med Dir Assoc 2014;15: 54–61.

 7	 Lawton MP: Quality of life in Alzheimer disease. Alzheimer Dis Assoc Disord 1994;8(suppl 3):138–150.
 8	 Trigg R, Watts S, Jones R, Tod A: Predictors of quality of life ratings from persons with dementia: the role of 

insight. Int J Geriatr Psychiatry 2011;26: 83–91.
 9	 Lawton MP: Assessing quality of life in Alzheimer disease research. Alzheimer Dis Assoc Disord 1997;11(suppl 

6):91–99.
10	 Mjørud M, Kirkevold M, Røsvik J, Selbæk G, Engedal K: Variables associated to quality of life among nursing 

home patients with dementia. Aging Ment Health 2014;18: 1013–1021.
11	 Barca ML, Engedal K, Laks J, Selbæk G: Quality of life among elderly patients with dementia in institutions. 

Dement Geriatr Cogn Disord 2011;31: 435–442.
12	 Klapwijk MS, Caljouw MA, Pieper MJ, van der Steen JT, Achterberg WP: Characteristics associated with quality 

of life in long-term care residents with dementia: a cross-sectional study. Dement Geriatr Cogn Disord 2016;42: 

186–197.
13	 Banerjee S, Samsi K, Petrie CD, Alvir J, Treglia M, Schwam EM, et al: What do we know about quality of life in 

dementia? A review of the emerging evidence on the predictive and explanatory value of disease specific 
measures of health related quality of life in people with dementia. Int J Geriatr Psychiatry 2009;24: 15–24.

http://dx.doi.org/10.1159%2F000468923


120Dement Geriatr Cogn Disord ExtraE X T R A

Rostad et al.: Associations between Pain and Quality of Life in Severe Dementia: 
A Norwegian Cross-Sectional Study

www.karger.com/dee
© 2017 The Author(s). Published by S. Karger AG, BaselDOI: 10.1159/000468923

14	 Beerens HC, Zwakhalen SM, Verbeek H, Ruwaard D, Hamers JP: Factors associated with quality of life of people 
with dementia in long-term care facilities: a systematic review. Int J Nurs Stud 2013;50: 1259–1270.

15	 Zwakhalen SM, Koopmans RT, Geels PJ, Berger MP, Hamers JP: The prevalence of pain in nursing home resi-
dents with dementia measured using an observational pain scale. Eur J Pain 2009;13: 89–93.

16	 Torvik K, Kaasa S, Kirkevold Ø, Rustøen T: Pain in patients living in Norwegian nursing homes. Palliat Med 
2009;23: 8–16.

17	 Achterberg WP, Pieper M, van Dalen-Kok AH, de Waal M, Husebo BS, Lautenbacher S, et al: Pain management 
in patients with dementia. Clin Interv Aging 2013;8: 1471–1482.

18	 Björk S, Juthberg C, Lindkvist M, Wimo A, Sandman P-O, Winblad B, et al: Exploring the prevalence and variance 
of cognitive impairment, pain, neuropsychiatric symptoms and ADL dependency among persons living in 
nursing homes; a cross-sectional study. BMC Geriatr 2016;16: 154.

19	 Husebo BS, Achterberg W, Flo E: Identifying and managing pain in people with Alzheimer’s disease and other 
types of dementia: a systematic review. CNS Drugs 2016;30: 481–497.

20	 Byrd L: Managing chronic pain in older adults: a long-term care perspective. Ann Longterm Care 2013;21: 12.
21	 Hadjistavropoulos T, Herr K, Turk DC, Fine PG, Dworkin RH, Helme R, et al: An interdisciplinary expert 

consensus statement on assessment of pain in older persons. Clin J Pain 2007;23(suppl):S1–S43.
22	 Leadley RM, Armstrong N, Reid KJ, Allen A, Misso KV, Kleijnen J: Healthy aging in relation to chronic pain and 

quality of life in Europe. Pain Pract 2014;14: 547–558.
23	 Ahn H, Horgas A: The relationship between pain and disruptive behaviors in nursing home resident with 

dementia. BMC Geriatr 2013;13: 14.
24	 Volicer L, Frijters DH, Van der Steen JT: Relationship between symptoms of depression and agitation in nursing 

home residents with dementia. Int J Geriatr Psychiatry 2012;27: 749–754.
25	 Tosato M, Lukas A, van der Roest HG, Danese P, Antocicco M, Finne-Soveri H, et al: Association of pain with 

behavioral and psychiatric symptoms among nursing home residents with cognitive impairment: results from 
the SHELTER study. Pain 2012;153: 305–310.

26	 Williams CS, Zimmerman S, Sloane PD, Reed PS: Characteristics associated with pain in long-term care resi-
dents with dementia. Gerontologist 2005;45(spec No 1):68–73.

27	 Habiger TF, Flo E, Achterberg WP, Husebo BS: The interactive relationship between pain, psychosis, and 
agitation in people with dementia: results from a cluster-randomised clinical trial. Behav Neurol 2016;2016: 

7036415.
28	 Malara A, De Biase GA, Bettarini F, Ceravolo F, Di Cello S, Garo M, et al: Pain assessment in elderly with behav-

ioral and psychological symptoms of dementia. J Alzheimers Dis 2016;50: 1217–1225.
29	 Brummel-Smith K, London MR, Drew N, Krulewitch H, Singer C, Hanson L: Outcomes of pain in frail older 

adults with dementia. J Am Geriatr Soc 2002;50: 1847–1851.
30	 Lin PC, Lin LC, Shyu YI, Hua MS: Predictors of pain in nursing home residents with dementia: a cross-sectional 

study. J Clin Nurs 2011;20: 1849–1857.
31	 van Dalen-Kok AH, Pieper MJ, de Waal MW, Lukas A, Husebo BS, Achterberg WP: Association between pain, 

neuropsychiatric symptoms, and physical function in dementia: a systematic review and meta-analysis. BMC 
Geriatr 2015;15: 49.

32	 Torvik K, Kaasa S, Kirkevold Ø, Saltvedt I, Hølen JC, Fayers P, et al: Validation of Doloplus-2 among nonverbal 
nursing home patients – an evaluation of Doloplus-2 in a clinical setting. BMC Geriatr 2010;10: 9.

33	 Hendriks SA, Smalbrugge M, Hertogh CM, van der Steen JT: Dying with dementia: symptoms, treatment, and 
quality of life in the last week of life. J Pain Symptom Manage 2014;47: 710–720.

34	 Beer C, Flicker L, Horner B, Bretland N, Scherer S, Lautenschlager NT, et al: Factors associated with self and 
informant ratings of the quality of life of people with dementia living in care facilities: a cross sectional study. 
PLoS One 2010;5:e15621.

35	 Cordner Z, Blass DM, Rabins PV, Black BS: Quality of life in nursing home residents with advanced dementia. 
J Am Geriatr Soc 2010;58: 2394–2400.

36	 Boller F, Verny M, Hugonot-Diener L, Saxton J: Clinical features and assessment of severe dementia. A review. 
Eur J Neurol 2002;9: 125–136.

37	 Lefebvre-Chapiro S: The DOLOPLUS-2 scale – evaluating pain in the elderly. Eur J Palliat Care 2001;8: 191–194.
38	 Husebo BS, Ballard C, Cohen-Mansfield J, Seifert R, Aarsland D: The response of agitated behavior to pain 

management in persons with dementia. Am J Geriatr Psychiatry 2014;22: 708–717.
39	 Husebo BS, Ostelo R, Strand LI: The MOBID-2 pain scale: reliability and responsiveness to pain in patients with 

dementia. Eur J Pain 2014;18: 1419–1430.
40	 Hølen JC, Saltvedt I, Fayers PM, Bjørnnes M, Stenseth G, Hval B, et al: The Norwegian Doloplus-2, a tool for 

behavioural pain assessment: translation and pilot-validation in nursing home patients with cognitive 
impairment. Palliat Med 2005;19: 411–417.

41	 Hølen JC, Saltvedt I, Fayers PM, Hjermstad MJ, Loge JH, Kaasa S: Doloplus-2, a valid tool for behavioural pain 
assessment? BMC Geriatr 2007;7: 29.

42	 Cummings JL: Neuropsychiatric Inventory Nursing Home Version (NPI-NH). Comprehensive assessment of 
psychopathology in patients with dementia residing in nursing homes. 2009. http://www.dementiamanage-
mentstrategy.com/File.axd?id=c9f7405f-3596-4f5f-9f8d-f322e5188678.

43	 Selbæk G, Kirkevold Ø, Sommer OH, Engedal K: The reliability and validity of the Norwegian version of the 
Neuropsychiatric Inventory, nursing home version (NPI-NH). Int Psychogeriatr 2008;20: 375–382.

http://dx.doi.org/10.1159%2F000468923


121Dement Geriatr Cogn Disord ExtraE X T R A

Rostad et al.: Associations between Pain and Quality of Life in Severe Dementia: 
A Norwegian Cross-Sectional Study

www.karger.com/dee
© 2017 The Author(s). Published by S. Karger AG, BaselDOI: 10.1159/000468923

44	 Selbæk G, Engedal K: Stability of the factor structure of the Neuropsychiatric Inventory in a 31-month follow-
up study of a large sample of nursing-home patients with dementia. Int Psychogeriatr 2012;24: 62–73.

45	 Alexopoulos GS, Abrams RC, Young RC, Shamoian CA: Cornell Scale for Depression in Dementia. Biol Psychiatry 
1988;23: 271–284.

46	 Gjøra L, Gausdal M, Engedal: CORNELL – skala for depresjon. Administrering og retningslinjer for skåring 
(CORNELL – Scale for Depression. Administration and guidelines for scoring). 2014. http://www.aldrin-
goghelse.no/startside/cornell-skala-for-depresjon-administrering-og-retningslinjer-for-skaaring?page=all.

47	 Barca M, Engedal K, Selbæk G: A reliability and validity study of the Cornell Scale among elderly inpatients, 
using various clinical criteria. Dement Geriatr Cogn Disord 2010;29: 438–447.

48	 Lawton MP, Brody EM: Assessment of older people: self-maintaining and instrumental activities of daily living. 
Gerontologist 1969;9: 179–186.

49	 Bergh S, Selbæk G, Engedal K: Discontinuation of antidepressants in people with dementia and neuropsychi-
atric symptoms (DESEP study): double blind, randomised, parallel group, placebo controlled trial. BMJ 
2012;344:e1566.

50	 Weiner MF, Martin-Cook K, Svetlik DA, Saine K, Foster B, Fontaine CS: The Quality of Life in Late-Stage 
Dementia (QUALID) scale. J Am Med Dir Assoc 2000;1: 114–116.

51	 Røen I, Selbæk G, Kirkevold Ø, Engedal K, Lerdal A, Bergh S: The reliability and validity of the Norwegian 
version of the Quality of Life in Late-Stage Dementia scale. Dement Geriatr Cogn Disord 2015;40: 233–242.

52	 Hayes AF: PROCESS: a versatile computational tool for observed variable mediation, moderation, and condi-
tional process modeling. 2012. http://afhayes.com/public/process2012.pdf.

53	 Hayes AF: Introduction to Mediation, Moderation, and Conditional Process Analysis: A Regression-Based 
Approach. New York, Guilford, 2013.

54	 Cipher DJ, Clifford PA: Dementia, pain, depression, behavioral disturbances, and ADLs: toward a compre-
hensive conceptualization of quality of life in long-term care. Int J Geriatr Psychiatry 2004;19: 741–748.

55	 Holroyd S, Currie LJ, Wooten GF: Depression is associated with impairment of ADL, not motor function in 
Parkinson disease. Neurology 2005;64: 2134–2135.

56	 Torvik K, Kaasa S, Kirkevold Ø, Rustøen T: Pain and quality of life among residents of Norwegian nursing 
homes. Pain Manag Nurs 2010;11: 35–44.

57	 Pieper MJ, van Dalen-Kok AH, Francke AL, van der Steen JT, Scherder EJ, Husebø BS, et al: Interventions 
targeting pain or behaviour in dementia: a systematic review. Ageing Res Rev 2013;12: 1042–1055.

58	 Kaasalainen S, Coker E, Dolovich L, Papaioannou A, Hadjistavropoulos T, Emili A, et al: Pain management 
decision making among long-term care physicians and nurses. West J Nurs Res 2007;29: 561–580; discussion 
581–588.

59	 Chan S, Hadjistavropoulos T, Williams J, Lints-Martindale A: Evidence-based development and initial vali-
dation of the Pain Assessment Checklist for Seniors with Limited Ability to Communicate-II (PACSLAC-II). Clin 
J Pain 2014;30: 816–824.

60	 Lichtner V, Dowding D, Esterhuizen P, Closs SJ, Long AF, Corbett A, et al: Pain assessment for people with 
dementia: a systematic review of systematic reviews of pain assessment tools. BMC Geriatr 2014;14: 138.

61	 Zwakhalen SM, Hamers JP, Abu-Saad HH, Berger MP: Pain in elderly people with severe dementia: a systematic 
review of behavioural pain assessment tools. BMC Geriatr 2006;6: 3.

62	 Hadjistavropoulos T, Voyer P, Sharpe D, Verreault R, Aubin M: Assessing pain in dementia patients with 
comorbid delirium and/or depression. Pain Manag Nurs 2008;9: 48–54.

63	 Campbell P, Bishop A, Dunn KM, Main CJ, Thomas E, Foster NE: Conceptual overlap of psychological constructs 
in low back pain. Pain 2013; 154: 1783–1791.

http://dx.doi.org/10.1159%2F000468923

	CitRef_1: 
	CitRef_2: 
	CitRef_3: 
	CitRef_4: 
	CitRef_5: 
	CitRef_6: 
	CitRef_7: 
	CitRef_8: 
	CitRef_9: 
	CitRef_10: 
	CitRef_12: 
	CitRef_13: 
	CitRef_11: 
	CitRef_14: 
	CitRef_15: 
	CitRef_16: 
	CitRef_17: 
	CitRef_18: 
	CitRef_19: 
	CitRef_21: 
	CitRef_22: 
	CitRef_23: 
	CitRef_24: 
	CitRef_25: 
	CitRef_26: 
	CitRef_27: 
	CitRef_28: 
	CitRef_29: 
	CitRef_30: 
	CitRef_31: 
	CitRef_32: 
	CitRef_33: 
	CitRef_34: 
	CitRef_35: 
	CitRef_36: 
	CitRef_38: 
	CitRef_39: 
	CitRef_40: 
	CitRef_41: 
	CitRef_43: 
	CitRef_44: 
	CitRef_45: 
	CitRef_47: 
	CitRef_48: 
	CitRef_49: 
	CitRef_50: 
	CitRef_51: 
	CitRef_54: 
	CitRef_55: 
	CitRef_56: 
	CitRef_57: 
	CitRef_58: 
	CitRef_59: 
	CitRef_60: 
	CitRef_61: 
	CitRef_62: 
	CitRef_63: 


