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Abstract: For those who have kidney failure and are managed conservatively without dialysis, symptoms
are often prevalent, multiple, and troublesome. They interfere with quality of life, reduce wellbeing, and
can affect family carers too. Symptoms can sometimes be difficult to manage, and—for professionals—they
are often hard to assess and not always amenable to management with medications appropriate for use in
kidney failure. Fatigue is one of the most common symptoms; alongside a general overview of symptoms in
this population, we include a more detailed discussion of this often-neglected symptom. The solutions to
the main symptoms experienced by those with kidney failure managed conservatively without dialysis lie in
detailed assessment and monitoring of symptoms, working as a multi-disciplinary team to the maximum to
draw on the full range of skills and expertise, and use of non-pharmacological, as well as pharmacological,
approaches. Both nephrology and palliative care skills and expertise are important to optimise the
recognition, assessment, and management of symptoms. There are few published descriptions of models of
conservative kidney management (CKM) or supportive kidney care and there is a lack of evidence to suggest
which model is most effective. We therefore consider the evidence on optimal models of CKM and make

suggestions for best practice.
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Introduction

Within developed countries, the kidney replacement
therapy (KRT) population continues to rise, with a
disproportionately greater increase among older people
(1,2). For many of these patients, KRT may offer little in
the way of survival, symptom, and quality of life benefits
(3-5), especially for those who are older (75 or 80 years
plus) with multiple medical conditions (6,7). For patients
with kidney failure who are unlikely to receive a survival
and/or quality of life advantage with dialysis, conservative
kidney management (CKM) is now widely accepted as an
alternative to dialysis. CKM includes a combination of
palliative nephrology interventions and expertise; defined as
‘planned holistic person-centred care for patients with stage
5 chronic kidney disease (CKD) and including a full range
of treatment and support but not dialysis’, also known as
‘Enhanced Supportive Kidney Care’ in the UK (8).

"There is limited evidence on the incidence and prevalence
of CKM, and national registry data (which traditionally
focused on KRT) are lacking internationally (9). There
are a number of potential reasons why it is challenging to
quantify patients treated with CKM, including the lack of
international consensus on the classification of CKM and
cause of death coding in renal disease. However, in high-
income countries, ~15% of patients known to kidney
clinics are estimated to be managed with CKM (10,11).
Population-based studies from Australia and Canada
suggest that for every new patient who received KRT,
there was one who did not with the majority of patients not
receiving KRT aged >75 years (12,13). However, there is an
important distinction to be made between those who choose
CKM through shared decision-making, where patients and
healthcare teams carefully consider the benefits and burdens
of KRT, and those who receive ‘choice-restricted CKM’,
where there is limited or no access to KRT (8). In the UK,
CKM has been provided for over 20 years (5,14), however,
the reported rates and components of conservative care
vary greatly depending on where patients are being looked
after (15,16) with variation in the quality of CKM (17)
which likely relates to the limited evidence to guide clinical
practice in this group.

Identifying symptoms

If we are to deliver planned holistic person-centred CKM (8),
we must consider what matters most to patients. There is
good evidence that many patients with advanced illness
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prioritise person-centred care, including, improved quality
of life, good symptom control, and family support over
prolonging life at any cost (18-21). Patients with kidney
failure experience a high prevalence of symptoms such as
fatigue, pain, itch, restless legs, and breathlessness (22-24).
Therefore, proactive symptom assessment using valid
and clinically relevant symptom measures should be
incorporated into routine clinical practice for all patients
with kidney failure.

The Palliative (or Patient) Outcome Scale (POS-S
Renal) (23) developed in the UK, is a Patient Reported
Outcome Measure (PROM) (www.pos-pal.org). The
Integrated Palliative (or Patient) Outcome Scale (IPOS-
Renal) (25) is a further development in this family of
measures, which assesses the patient’s physical and
psychological symptoms. It also allows clinicians to capture
the patient’s illness concerns, such as information needs
and existential distress and has been validated in patients
with kidney failure (26,27). It has the advantage of both
patient and proxy versions, allowing for staff report when
patients are unable to complete IPOS independently
(28,29). Both the shorter symptom-focused POS-Renal and
the more comprehensive IPOS-Renal have been widely
recommended and adopted.

The modified Edmonton Symptom Assessment Scale
(ESAS) (30) is a tool for the assessment of physical and
psychological symptoms, adapted from the original ESAS
measure and validated for patients with kidney failure
managed with haemodialysis (31). It too has been widely
adopted, especially in Canada and the USA (32), but also in
Europe (33).

Overall symptom prevalence in CKM

There is increasing evidence on person-centred outcomes
in CKM, and studies have demonstrated the extent and
severity of symptom burden in this population (23,34).
For more than 10 years, several studies have reported
on the symptom prevalence in CKM through cross-
sectional study designs utilising clinically relevant and valid
measures of symptoms (23,33-35). While there is clear
evidence that, in general, patients managed conservatively
without dialysis experience a high symptom burden
when interpreting the findings of cross-sectional data, it
is important to consider the methodological limitations.
Unlike longitudinal studies, cross-sectional studies do not
follow individuals retrospectively or prospectively over
time. However, the studies of the symptom prevalence have
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been useful for taking a “snapshot” of the symptom burden
that patients managed conservatively without dialysis may
experience. They raise important questions and highlight
the importance of detailed symptom assessment and
management in clinical practice, as well as informing future
study designs.

In the systematic review by O’Connor and Kumar (36),
13 studies were included in the analysis; 5 of the included
studies (23,33-35,37) reported symptom burden in CKM
studies and revealed high symptom prevalence. The most
common symptoms identified were pain, lack of energy,
oedema, weakness, drowsiness, dyspnoea, difficulty sleeping
and pruritus. In addition, the total number of symptoms is
high, with patients experiencing symptoms averaging 6.8-17
per patient. Two studies included a comparison group. Saini
and colleagues compared symptom burden in CKM patients
versus patients with terminal malignancy (33), using
Memorial Symptom Assessment Scale-Short Form (MSAS-
SF), and reported a mean number of symptoms similar in
both groups. Young et 4/l. directly compared dialysis and
CKM with similar symptoms reported between the two
groups (35). Four studies were cross-sectional in design
(23,33-35), with one longitudinal study that determined
symptom prevalence and severity in the month before
death (37). The results on symptom burden in CKM should
be interpreted with caution. First, the cross-sectional studies
do not necessarily reflect how patients experience symptoms
over time; second, heterogeneity in patient-reported
outcome measures used to assess symptom burden limits
the comparability of findings across studies; and third, there
are often small sample sizes in the studies. Nevertheless,
the findings clarify that patients managed conservatively
have considerable symptom burden, and clinical services
need to prioritise proactive assessment and management of
symptoms.

Longitudinal studies of symptoms in CKM

Longitudinal perspectives on symptoms and other concerns
provide important insights into the pattern of illness for
patients managed conservatively without dialysis and
may better inform their choice of treatment. Questions
frequently asked by patients include: ‘What will happen at
the end?’ and ‘What symptoms should I expect?’ (38). To
answer such questions, Murtagh and colleagues undertook
a longitudinal study of symptoms across three UK renal
units (37), using the MSAS-SF with 74 CKM patients [mean
age: 81 years; standard deviation (SD): 6.8] to identify the
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most common symptoms experienced over time. Symptom
data in the month before death were reported for 43
(88%) of the 49 patients who died during study follow-up
(mean age: 81 years; SD: 5.7). The findings demonstrated
considerable symptom burden in the last month of life, with
a range of prevalent symptoms, including, lack of energy
[86%; 95% confidence interval (CI): 73-94%], itch (84%;
70-93%), drowsiness (82%; 68-91%), dyspnoea (80%;
66-90%), poor concentration (76%; 61-87%), pain (73 %;
59-85%), poor appetite (71%; 57-83 %), swelling arms/legs
(71%; 57-83%), dry mouth (69%; 55-82%), constipation
(65%; 50-78%), and nausea (59%; 44-73%) (37). Physical
and psychological symptom prevalence and the number of
symptoms reported in the month before death were higher
than in patients with advanced malignancy. In addition, it
became clear that the longer-term persistence of symptoms,
as well as the unpredictability of symptoms over time, added
to the psychological burden of dealing with the advanced
illness.

In a recent systematic review, Wong et a/. reported the long-
term outcomes among patients with kidney failure managed
without dialysis across studies (39), revealing 41 cohort studies
relating to 5,102 patients (study size range, 11-812 patients;
mean age range, 60-87 years). Only four of these studies
measured symptom burden (40-43). In one study (40) older
patients managed with CKM reported an improvement in
symptom burden over the 12-month study duration. In the
longitudinal study by Murtagh and colleagues, symptom
scores were generally stable until the last 3 months of life,
when the symptom burden increased towards death (43).

These findings have important clinical implications
for CKM patients. The importance of assessment and
monitoring of symptoms as part of the model of care for
those on CKM pathways becomes evident. Addressing,
reviewing, and monitoring symptoms carefully and well is
paramount. Knowledge of what symptoms a patient is likely
to expect throughout their illness trajectory and towards
death is also important for anticipatory care and planning
ahead.

Evidence on comparative symptom prevalence
between dialysis and CKM

Several systematic reviews have compared outcomes for
patients on maintenance dialysis versus CKM (7,36,39,44-47).
Whilst there is good evidence that in general, patients
who opt for dialysis have a lower mortality risk compared
with patients managed conservatively (6,47), this survival
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advantage associated with dialysis decreases in the presence
of severe comorbidities and older age. Few comparative
studies have included person-centred outcomes such as
quality of life and symptom burden. Considering the
evidence on person-centred priorities in advanced illness,
the decision whether to pursue a KRT plan or CKM will
be informed by detailed communication of the evidence on
symptoms and quality of life rather than survival alone. A
key question (alongside questions about survival), therefore,
is whether there are symptom advantages associated with
CKM versus KRT.

The systematic review by Buur and colleagues (7),
whilst ostensibly focusing on survival and quality of life,
included secondary outcomes of hospitalisation, symptom
burden and place of death, in CKM versus dialysis. Five
out of the 25 primary studies reported comparative
symptom prevalence data (35,40,48-50) and concluded that,
regarding symptom burden, CKM may have advantages.
However, the included studies were all observational in
design and of varying quality, and findings were limited by
heterogeneity. It is therefore important to consider the risks
of generalisability and bias when interpreting the results.
The results regarding symptom burden were conflicting;
however, in general, the findings suggest that for person-
centred outcomes such as symptoms and quality of life,
CKM offers an advantage compared to dialysis.

A systematic review of symptom prevalence and health-
related quality of life (HRQoL) in patients with kidney
failure managed conservatively versus dialysis (44) identified
11 observational studies, comprising 1,718 older people
with kidney failure (with no randomised controlled trials).
Nine of the included studies (35,40,41,48,50-54) compared
symptoms of pain, anxiety, cognitive function, sleep, and
depression by overall symptom scores. In contrast to the
findings of Buur and colleagues, they concluded that no
advantage was found concerning symptom burden in
CKM versus dialysis. The findings suggest that symptom
burden is high in patients managed conservatively and those
on dialysis, emphasising the need for detailed symptom
assessment and management across both treatments.

It is therefore hard to draw clear conclusions about
symptom burden with CKM versus dialysis, except to say
that there is no clear evidence—despite a range of studies—
that symptoms are worse with CKM; they may be similar,
or they may be better—it is uncertain. High-quality data
regarding person-centred outcomes is lacking. One large
randomised controlled trial—The Prepare for Kidney Care
Study, examining this area is currently undergoing in the

© Annals of Palliative Medicine. All rights reserved.

UK (55).

Prevalence of fatigue or tiredness

Fatigue or tiredness is highly prevalent in patients with
kidney failure (24,56) and can adversely influence quality
of life (57). The pathogenesis of fatigue in kidney failure is
multifactorial. One of the principal causes is anaemia, which
is associated with fatigue, impaired quality of life, an increase
in hospitalisations, and mortality (58-61). Erythropoiesis-
stimulating agents (ESAs), acting to replace endogenous
erythropoietin, have been demonstrated to improve quality
of life (62-64). In current practice, the use of ESAs and
iron therapies are the mainstays of treatment in patients
with anaemia in advanced kidney disease and are not
limited to patients on KRT but have extended to those on
CKM (8,65). In a previous national survey of UK practice
patterns in CKM, all renal units reported that they provided
erythropoietin and iron therapy for patients with anaemia
managed conservatively without dialysis (15,16). Despite
anaemia management being a key component of CKM, the
benefit and the best target level for this group are not clear.

As patients approach kidney failure, deciding between
CKM and KRT can be complex, clinicians therefore, need
to understand and communicate the evidence on a range of
outcomes, including symptoms to facilitate shared decision-
making. The recent systematic review of HRQoL and
symptom burden in dialysis versus CKM revealed nine
observational studies reporting evidence on symptoms
(44). In two studies, a higher prevalence of dyspnoea in
patients managed with CKM than in patients on KRT was
observed, potentially caused by increasing oedema and/or
anaemia (35,48). In patients managed conservatively, it is not
known if there is a relationship between haemoglobin levels
and various quality-of-life domains, including symptoms.
However, in the dialysis population, the impact of anaemia
has been well described (66,67) and is associated with a
lower HRQoL (66,68-71). Most studies on ESAs involve
patients in the pre-dialysis (non-dialysis) phase or receiving
dialysis, therefore, there is limited evidence to guide anaemia
management in CKM to help alleviate fatigue or when to
discontinue ESA treatment as end-of-life approaches.

In contrast to the situation for patients on dialysis,
there are only limited data available regarding the effects
of anaemia treatment on Hb level and symptom burden in
patients managed conservatively. A small retrospective study
recruited patients with glomerular filtration rate (GFR)
<15 mL/min/1.73 m’ managed conservatively without
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dialysis; 39 patients received ESAs while 31 controls did not.
In the study, most patients were older, and about half of them
had diabetes mellitus. Patients in both the ESA and control
groups had low baseline haemoglobin levels (7.6 and 7.8 g/dL
respectively). In the ESA group, there was a significant rise
in haemoglobin and fatigue score from baseline as well as a
reduction in all-cause hospitalisation (72). However, more
substantive and robust evidence is needed to guide anaemia
practice in patients managed conservatively without dialysis.

Current evidence on the use of ESAs in CKM is mostly
derived from studies in pre-dialysis or dialysis patients.
However, this trial evidence relates to people who tend to
be younger than people managed conservatively, with lower
comorbidity. Many older people with poorer function and
additional comorbidities opt for CKM instead of dialysis (6).
They will usually be treated with an ESA per guidelines
for anaemia management in KRT, although there is little
evidence on the best target haemoglobin levels for this
relatively older group of people with higher comorbidity and
poorer functional status. In addition, the goal of anaemia
management in CKM is to improve symptoms (8), as
opposed to focusing on haemoglobin levels and reducing
cardiac mortality or morbidity as in the dialysis population. It
is, therefore, important to consider quality of life, symptoms,
and burden of treatment, as well as the benefits and risks,
when deciding on an anaemia treatment plan in CKM. It is
also important to consider the frequency of monitoring, as
blood and iron management may be more problematic in
CKM given their infrequent outpatient visits compared to
patients receiving KRT. Whilst anaemia management is a
key component of conservative kidney care (8,15), the lack of
evidence-based guidelines leaves room for practice variation
in anaemia treatment and haemoglobin targets of ESA
therapy.

Little is known about the prevalence of anaemia in
patients managed conservatively. A retrospective single-
centre observational cohort study compared patients with
kidney failure managed in a renal supportive care (RSC)
programme and patients receiving standard conservative
therapy (73). There was a significantly lower haemoglobin
level in the RSC group vs. the non-RSC group Hb (102 ws.
111 g/L). One potential reason for the referral of patients to
RSC is the presence of complex symptoms this is suggested
by the lower haemoglobin in the RSC group, which is
associated with a higher symptom burden. In addition, the
prevalence of anaemia increases as renal function (estimated
GFR) falls (74), therefore, patients managed conservatively
without dialysis may experience significant symptom burden
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associated with anaemia over time. Published longitudinal
descriptions on the prevalence and practice patterns of
anaemia management in CKM are scarce, and further
research is needed. Therefore, in the absence of robust
evidence, anaemia management in CKM will vary, based on
clinical consensus, and evidence from studies in pre-dialysis
or patients receiving KRT.

Qualitative studies of CKM

Quantifying symptom prevalence and associated
demographic and medical factors in CKM does not
address the question of how patients experience symptoms
and their impact. Qualitative studies provide a lens
through which to understand and interpret how patients
experience symptoms. While cross-sectional survey-based
studies capture the severity and frequency of symptoms,
they cannot explain the experience or meaning of these
symptoms from patient and/or family perspectives.
Qualitative research has potential value in the advancement
of CKM and in helping to inform optimal models of care
by focusing on the behaviours, understandings, and lived
experiences of those in receipt of CKM.

The qualitative study by Bristowe and colleagues
explored symptom-related experiences, examining the
impact of kidney failure over time in patients managed with
CKM, and their understanding of the illness (75) using in-
depth interviews with 20 people living with renal disease
(mean age 82 years, range, 69-95 years). Participants
described the challenges of living with kidney disease,
reporting the illness as ‘invisible’ and ‘intangible’, as well
as the considerable challenges of the unpredictable course
of symptoms over time. This invisibility and intangibility
impacted heavily on their daily lives, and they struggled with
attributing symptoms, and, therefore, seeking professional
help. Not knowing if the symptoms were caused by aging
or by co-morbid illness contributed to their sense of
disconnectedness from their diagnosis of kidney failure. A
further useful qualitative study of the symptom experience
in patients with stage 4-5 CKD (non-dialysis) (76), found
that patients experienced a very wide range of symptoms.
Symptoms were classified into physical symptoms, e.g.,
fatigue and sleep disturbance, and psychological symptoms,
especially forgetfulness or a sensation of gradually slowing
down. Similar to the study by Bristowe et 4l., patients
indicated that they frequently found it hard to report their
symptoms to renal clinicians.

These qualitative studies illuminate the quantitative
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findings on symptom prevalence in CKM and emphasise
the need for routine and proactive symptom assessment in
clinical practice. If we are to manage symptoms effectively,
we must understand the emotional impact and meaning
of symptoms and illness for the individual and their
family. Emphasising psychological, social, and spiritual or
existential domains alongside physical symptoms is critical.
Dame Cicely Saunders, the founder of the modern hospice
movement, coined the term ‘total pain’ encompassing the
whole experience of pain as a symptom in patients with
cancer, including physical, social, and spiritual components.
Similarly, patients with advanced CKD may experience
various symptoms across all these dimensions, affecting
all aspects of their lives. There is a need for improved
communication and assessment of symptoms in CKM, to
recognise the invisibility, intangibility, and the sense of
disconnectedness from their kidney failure, and address
this through targeted interventions focusing on physical,
psychological, and spiritual symptoms and concerns.

CKM models of care

There are few published descriptions of models of CKM,
or supportive kidney care, and details of operationalising a
supportive kidney care programme and the efficacy across
different models are lacking. Classification systems for the
different types of supportive kidney care programmes have
been proposed (77,78). Drawing on these classification
systems, in the recently published textbook ‘Palliative

Care in Nephrology’, Lupu and Murphy (79) outline six

innovative types of supportive kidney care programmes that

have emerged internationally. These include:

% Embedded programmes with the provision of
integrated supportive kidney care within nephrology
services, usually led by a nephrologist or nephrology
nurse with training in palliative care;

% Visiting palliative care teams, where specialist palliative
care teams provide services to nephology. They are
integrated but two functionally separate teams;

% CKD case management programmes with an
emphasis on case management of patients upstream
in the illness trajectory;

% Medical management without dialysis programmes
or CKM programmes which focus on shared
decision-making, symptom assessment and
management, advance care planning, spiritual, social,
and psychological support;

% Concurrent hospice and dialysis programmes (relevant
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to the United States) which aim to promote timely
hospice and palliative care services for dialysis patients;

% Comprehensive regional or system-wide programmes
integrated into kidney care. An example of this is
the comprehensive supportive care programme in
Alberta, Canada (80).

There is, however, a lack of evidence to suggest which of
these programmes is most effective, and to our knowledge,
there are no systematic comparisons on the efficacy of
supportive kidney care models in the literature.

The development of supportive kidney care programmes
requires careful consideration of local staffing and
resources. In the UK, most renal units provide CKM, and
closely resembles the embedded programme, nevertheless,
the provision, organisation, and funding of CKM vary
widely. In a national survey of practice patterns in UK renal
units in the use of dialysis and conservative management—
CKMAPPS (15,16), only 10 of 65 renal units had funding
for CKM provision. The availability of funding was
significantly related to higher numbers of CKM patients
(P=0.009), and renal units without CKM funding were
significantly less likely to have clinicians with dedicated
time in their roles for CKM (P=0.002). However, 68%
of units that had dedicated staff did not have any CKM
funding, suggesting that a high proportion of renal units
are providing CKM as part of their existing advanced
kidney care clinical services. Two-thirds [43 of 65 (66%)]
of renal units had a single-person or small team primarily
responsible for CKM all were consultant nephrologists and/
or renal nurses. This study demonstrated the widespread
use of CKM in nephrology services in the UK; however,
practice patterns varied across units. The authors therefore
made recommendations to facilitate the development and
assessment of CKM services, including, but not limited
to, an agreed definition of CKM, training and education
for renal clinicians in supportive and palliative care and
provision of funding for CKM.

A white paper from the Coalition for Supportive
Care for Kidney Patients described the experience of 16
supportive kidney care programmes globally. Programme
leaders identified facilitators of success as: providing
palliative care training to nephrology staff; collaborative
working between nephrology and palliative care teams;
identifying local supportive kidney care champions to lead
change; national clinical practice guidelines; and conducting
research to improve evidence-based care. Barriers to
success ranged from resource and staff issues to cultural
attitudes in nephrology. The participants identified that
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the technological and disease focus in nephrology can be

challenging to change as the end of life nears (81).

Individual CKM models have demonstrated improved
person-centred outcomes (82,83), however, there are
no comparative studies of the impact and outcomes of
different programmes. Supportive kidney care interventions
can significantly decrease the number and length of
hospitalisations (73), establish and meet the preferred
place of care at the end of life (82) and reduce symptom
burden (40). Until recently, end-of-life care for patients with
kidney failure has largely been in acute hospital settings;
this has the potential to change as conservative management
programmes expand and home deaths increase (83).

There remains a lack of evidence favouring any of
these models of supportive kidney care over another, or
which model is most effective or cost-effective. However,
whichever model is adopted, proactive and detailed
assessment and monitoring of symptoms by a palliative
nephrology multi-professional team is the best option based
on current evidence and clinical experience.

Future research should focus on:

% Longitudinal studies on symptoms and quality of
life have the potential to provide important insights
into the pattern of illness for CKM patients and may
better inform their choice of treatment.

% High-quality data regarding person-centred
outcomes in CKM versus dialysis is lacking, although
one large randomised controlled trial—The Prepare
for Kidney Care Study—examining this area is
underway in the UK (55).

% Descriptions of models of CKM with details of
operationalising a supportive kidney care programme
and the efficacy of different models is needed.

% More substantive and robust evidence is needed to
guide anaemia practice (including use of ESAs) in
patients managed conservatively without dialysis.

Conclusions

There is increasing recognition among health services and
clinicians of the complexity and challenges of delivering
effective CKM. The palliative and supportive care needs of
this population have become more prominent as the age and
comorbid burden increase, and more patients may choose or
be advised not to initiate dialysis therapy. Specialist palliative
care services alone will not meet this growing demand and
nephrology communities need to develop strategies for
integrating palliative care components alongside nephrology
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care, building palliative care collaborations, capacity, and
capability within nephrology teams to deliver high-quality
person-centred kidney care. This paper outlines the current
evidence on the identification of symptoms, symptom
prevalence (in particular, the sometimes-neglected symptom
of fatigue and the management of anaemia), and evidence
regarding models of supportive kidney care, including
the gaps in that evidence, in order to deliver high-quality
palliative and supportive care for those with advanced CKD.
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