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Introduction

The interface of two disciplines — Renal Medicine and Palliative Medicine -
continues to expand. Every year the numbers of patients being diagnosed with end-
stage renal disease (ESRD) around the world is increasing. Whether or not they are
commenced on Renal Replacement Therapy or managed conservatively, the needs of
these patients and their families and carers are complex and challenging. Co-
ordinating care that includes physical, emotional, psychosocial and financial needs is
difficult. Knowledge of these areas is spread across multiple disciplines.

This Reader is an attempt to draw together in the one collection a selection of
the most comprehensive, seminal and authoritative articles in the area of Renal-
Palliative Medicine. An attempt has been made to make the collection as useful as
possible for the clinician or student. With that in mind the Reader includes a list of the
most highly recommended textbooks and articles in this area. Given that there is an
inevitable subjectivity in making this selection, each subject area should be consulted
together with the detailed bibliography that concludes the Reader.

It is important to note that the subject matter of the bibliography is broader than
the reproduced articles and pertains to all aspects of this area. The bibliography was
drawn from many sources including a search of literature in the English language on
each subject from MEDLINE, PUBMED, the Cochrane Library Database and detailed
hand searches. Given the rapidity in knowledge in many of the areas listed, I have
concentrated, although not exclusively, on literature published in recent years. I have
also included foundation and seminal articles in each area, irrespective of the date of
the publication.

Inevitably an individual article may be relevant to multiple subject matters.
An example would be an article on quality of life and symptom management of
elderly patients with ESRD. I have included that article within the bibliographies of
each subject matter. Both the articles reproduced and the accompanying bibliography
should be seen by the clinician and student as a beginning and not an end to their
reading and enquiry. The purpose of this collection is to open up this area for the
reader, guide the reader and, hopefully, initiate ideas, stimulate clinical innovation
and improve patient care.

Obviously, literature in this area continues to expand rapidly. This Reader and
the accompanying Bibliography represent the literature available at the time of
publication. Express permission for reproduction of all articles contained within has
has been granted by the publishers.

This collection would not have been possible without the extraordinary support
of the staff of the Medical Library at St George Hospital, Kogarah, Sydney.

I would also like to acknowledge the leadership of Professor Mark Brown, head
of the Department of Nephrology and the support of Dr Jan Maree Davis, head of the
Department of Palliative Care at St George Hospital Sydney.

Much work has been done in this area. Much work continues to be done.
Inevitably new streams of enquiry, thought and research will flow. This Reader
attempts to reflect the work done to date and looks forward to future developments.

Frank Brennan, St George Hospital, Sydney 2012
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Guest Editorial

Renal supportive care: why now?

It is impossible that anything so natural, so necessary, and so universal as death, should ever have been

designed by Providence as an ¢vil to mankind,

Nephrology is still & relatively new area of medicine. It
was only 40 years ago that the first patients were kept
alive with dialysis for longer than a few months. In its
infancy, nephrotogy focused on the new technology of
dialysis and on keeping patients alive at all costs. It did
rot matter how much time, money and suffering were
expended on this goal. The first dialysis patients were
predominantly young, male, employed, and otherwise
heaithy; once chosen, they were expected to endure all
the pain and rigors of treatment with gratitude. In its
adolescence, nephrology expanded the focus of
dialysis to include older and sicker people with
significant co-morbidities. However, the same ethos of
keeping a patient alive at any cost informed this
approach.

Although some nephrologists persist in this stance,
there are indications that change is occurring. In a
recent (2007) survey' that compared the beliefs of
nephrologists from the US and Canada in 1990 with
those from 2005, considerably more nephrologists had
come to affirm that it was correct to withhold or
withdraw dialysis in severely demented or permanently
unconscious patients, and that ethical physicians were
bound to honour patients’ ‘do not resuscitate’ (DNR)
directives. The survey also found that more dialysis
units had instinted written policies affirming these
decisions, whereas in the past many dialysis facilities
would not allow DNR orders to be carried out. The
rationale was that such an order was inconsistent with
the patient having chosen a life-maintaining
treatment.' Presently, while most nephrologists are still
not sufficiently knowledgeable or educated in the
nuances of end-of life discussions, there is increasing
pressure in the field for more training and attention to
these issues.”

As the treatment of end-stage renal disease (ESRD)
approaches maturity, nephrologists are caring for an
increasing sick and elderty population. The 2008
United States Renal Data System (UUSRDS) data
(<www.usrds.org>), demonstrate that the elderly (> 75
years of age) represent the fasting growing incident
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population, and that they often have multiple co-
morbidities. As discussed by Panzetta and colleagues
in this issue of the journal, the degree of frailty and its
implications in the management of the elderly is often
overlooked. In the prevaient dialysis population from
1993 to 2005, there has been a modest, but steady,
decline in mortality, but there has been an increase in
the mortality rates of the incident population in the
first 3 months after starting dialysis. Tn the first
month, it has increased from 182 per 1000 patient-
years to 262 per 1000 paticnt-years; the mortality rate
for incident ESRY} patients over 75 years of age is >
400 per 1000 patient-years at 2 months after initiation
of dialysis. Overall, the mortality rate for dialysis
patients is > 25% a year, and this population has a
dramatically diminished life expectancy that is worse
than HIV and most cancers. Tt seems clear from these
statistics that many of the patients who presently are
beginning dialysis are unlikely o benefit either in
terms of increased survival or quality of life.

In order to provide our patient with better quality
care at end-of-life, nephrologists need to improve in a
number of areas:

i. Tt is time to begin identifying patient who have less
that a 6-month prognosis, so appropriate palliative
care can be provided. In this issue of the journal,
Wittenberg and Cohen provide an excellent review
of how knowledge is improving. One means is by
clinician predictions, such as the Surprise Question
{*Would you be surprised if the patient dies in the
next 6 months jor 1 year]?’) This appearstobe a
powerful predictor of mortality, but one that needs
to be supplemented by the use of actuarial
predictors, such as serum atbumin and age.
Progress in this area is likely to lead to clinical
applications in the near future.

2. Communicating poot prognosis and discussing
supportive care treatment options with patients
and family is critical to ensuring the provision of
appropriate supportive care. Davison provides a
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state of the art review of the current literature on
advanced care planning and commmnication.

3. Withholding and withdrawal from djalysis need to
be more freely discussed. As reviewed by Murtagh
and colleagues, our knowledge concerning the
management and cutcomes of patients under these
circumstances has greatly increased. Patients can be
assured of peaceful and dignified deaths when
appropriate palliative care is provided.

4. Finally, dialysis patients have an extremely high
symptom burden that is not very different from
cancer patients.>$ It is important that nephro-
logists pay as much attentior to these symptoms as
they do to the laboratory values that are more
routinely monitored. Symptom treatment
protocols that are evidence-based should improve
quality of life for patients. In particular, pair is
one of the most prevalent and troublesome
symptoms, and Davison lucidly describes how our
knowledge and management of pain in dialysis
patients is greatly expanding.

The 500,000 pius ESRD patients ate only the tip of
the iceberg of chronic kidney disease. Recent demo-
graphic data suggest that there are up to 26 million
patients with chronic kidney disease in the US
{<usrd org>). The complications, symptoms and poor
prognosis of these patients mirror the ESRD population
- only the magnitude changes. As the stages of chronic

ProgTess in Palliative Care 2009 Vol17  Npd

kidney disease advances, the incidence of these factors
increases exponentialiy.

For this reason, it is important to irtervene in these
four ways as early as possible in the stage of chronic
kidney disease. Early, frank discussions and planning
prior to the need for dialysis is most likely to provide
these patient with the quality of life and end-of —life
care they desire and deserve.
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SUMMARY AT A GLANCE

Palliatve care and consarvative care
pathways have become very important
camponents of the care of our palients in
MNephrology and this article reviews many
aspects of this,

ABSTRACT:

Patients with end-stage kidney disease have significantly increased morhid-
ity and mortality. while greater attention has been focused on advanced
care planning, end-of-life decisions. conservative therapy and withdrawal
from dialysis these must be supported by adequate palliative care incorpo-
rating symptom control. with the increase in the eiderly, with their inherent
comorbidlties, accepted onto dialysis, patients, their nephrologists, families
and multidisciplinary teams, are often faced with end-of-life decisions and
the provision of palliative care. While dialysis may offer a better quality and
quantity of life compared with conservative management, this may not
always be the case; hence the patient is entitled to be well-informed of ali
options and potential outcomes before embarking on such therapy. They
should be assured of adequate symptom contrel and palliative care which-
ever option is selected. No randomized controlled trials have been con-
ducted in this area and only a small number of observational studies provide -
guidance: thus predicting which patients wiil have poor outcomes is prob-
Iematic. Those undertaking dialysis may benefit from being fully aware of
their choices between active and conservative treatment should their func-
tional status seriously deteriorate and this should be shared with caregivers.
This clarifies treatment pathways and reduces the ambiguity surrounding
decision maklng. If conservative therapy ar withdrawal from dialysis is
chosen, each should be supported by palliative care. The ohjective of this
review is to summarize published studies and evidence-based guidelines,
core curricula, position statements, standards and tools in palllative care in
end-stage kidney disease.

The role of palliative care in end-stage kidney disgase (ESKD)
is well developed in the UK, USA. Ilaly and Canada."®
Palliative care in ESKD is imporitant in the contexts of
conservative therapy ichonsing a non-dialysis pathway),
withdrawal of therapy and in symptom control. Advanced
care directives and end-of-life decisions averarch these path-
ways. There is a recognized need for educarion regarding
provision of palliativé care in dialysis patients.'® However,
there is no clear pathway to palliative care.! considerable
variation in the provision of paltiative care services for ESKD
patients'? and little evidence upon which to develop stan-
dards of renal palliative care in ESKD." There has been an
increase in the elderly accepted onto dialysis in Australia. In
2004, 244 (445 per million population) new paitients were

accepted on dialysis in the 75-79 year age group, This
Increased 10 277 {504 per million) in 2008. In the 80-84 year
age group 103 {267 per million} started dialysis in 2004,
which increased to 187 {442 per million) in 2008 and in the
>85 year group 32 {107 per million} started dialysis in 2004,
which increased to 58 (159 per millior) In 2008.'* Despite
this. the Caring for Australasians with Renal Impairment
{CARI) Guidelines do not address palliative care.*® In addi-
tion, meny elderly assessed for dialysis either do not
progress’ or die before they would have required dialysis
therapy.'”

We will review the existing literature on palliative care
provisien in ESKD in the contexts of conservative therapy
and withdrawal from dialysis. The available observational,

© 2011 The Authors
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retrospective and case studies are summanzed in Table 1.
There are no reporred randomized controlled trials.

PALLIATIVE CARE SUPPORTING
CONSERVATIVE CARE IN ESKD

The literature reporting on withdrawal of dialysis extends
back many years and has been the focus of palliative care in
ESKD uniil recently.™ However, the emphasis on making a
choice between conservative (non-dialysis therapy) as an
alternative to active (dialysis) treatment pathway before the
need Lo start dialysis is gaining importance with some recent
siudies reporting comparable putcomes between these path-
ways in the elderly with muliple comorbidities,"™* These
studies may enable renal multidisciplinary teams to provide
evidence-based advice to palients before commiiting 1o
ESKD therapies.* There is increased recognition in critical
care medicine that a holistic approach is required to support
end-of-life decistons.’? and in renal medicine the role of
palliative care is also gaining importance.!’" The {nterrela-
tionships of these issues are summarized in Figure 1.

Pre-dialysis education is considered an esseniial part of the
preparation for ESKD management®®* as it acts 1o inform
the choices made by patlents and their carers and enbances
shared care planning with multidisciplinary teams.® Patients
and their families may be unwilling or unable to choose not
10 commence treatment or to withdraw from it* and there-
fore information about palliative care options is an imponant
inclusion in pre-dialysis education. Hence, in addition to
discussing dialysis modality options and transplantation. dis-
cussion of a conservative approach supported by palliative
care should be ofiered to those particularly of advanced age
and/or with multiple comorbidities. Although some observa-
tional and retrospective studies have been published'? and
are summarized in Table 1, there are limited studies available
upon which to base such discussions.

The issue of conservative therapy was addressed in an
abservarional cohon study where patients approaching
dialysis who had undertaken a multidisciplinary assessment
were recruited over 54 months.’® Investigalors looked for
features that influenced clinicians to advise a conservative
approach rather than starting dialysis. The patients were
fellowed for 3-57 months on the basis of the therapy option
selected. dialysis or palliative care. Of 321 patients recruited,
258 were recommended [or renal replacement therapy and
63 for palliative care. The palients that were recommended
to take a palliative care pathway had greater functional
impairment, were older and more often diabetfc. Of the 63
patients, 34 recommended for palliative care died, 26 of
these from kidney failure. Ten patients recommended for
palliative care actually chose dialysis but had a median sur-
vival of only 8.3 months. This was not significantly longer
than those that actually chose the palliative care pathway. In
this group of patients the decision to accept ¢ither dialysis or
palliative care had no significant effect on survival,

© 2011 The Aulthars
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Palliative care in ESKD

A retrospective study of 129 stage 5 CKD patients over
75 years of age who attended pre-dialysis multidisciplinary
clinics assessed patient survival defined as time from reach-
ing an ¢GFR of <15 mLimin until death or the end time poim
of the study.'”” There were 52 patients in the dialysis group
and 77 in the conservative treatment group. The survival
of the dialysis group was significantly greater than that of
the conservative treatment group both at 1 and 2 years.
However, when adjusted for comoarbidities, pariicularly
ischaemic heart disease, there was no such advantage seen.

Survival, scored using the validated Stoke comorbidity
grade, was assessed in a prospective observational study of
patients, managed through a muindisciplinary team, who
chose not to undertake dialysis.? Seventy-three patients
were recruited with a median age of 79 years. The median
survival was 1.95 years and 1 year survival was 65%. The
Stoke comorbidity grade independenily predicted survival.
Based on these results the authors advocated pre-dialysis
multidisciplinary care supporting conservative therapy par-
ticularly for elderly patienis with comorbidities. The Stoke
comorbidity grade may provide prognostic information for
predicting survival that will help multidisciplinary teams
counsel ESKD patients approaching dialysis.

Nursing home patients

To be able to offer accurare advice 1o nursing home patients
of advanced age and/or multiple comorbidities. it is neces-
sary to know how outcoines compare benween conservative
therapy and dialysis treannent. A recent siudy awtempted (o
address this issue. The US Renal Data System, and was used
to identify residents of nursing homes that started dialysis
over a 2 year 4 month perjod. The putcomes for residents of
nursing homes in the USA were poor with a mortality rate of
58% in the first year and 29% having decreased functional
status. Pre-dialysis functional status was only mainiained in
13%.%® This highlights the importance of offering palliative
care with its associated focus on symptom contrel.* In an
associated editorial the paucity of data in this area was noted.
Increased comorbidity can predict death in dialysis patients.*?
However. unless there are dazta comparing quality and guan-
tity of life in ESKD thevapy compared with conservative
management we struggle to identify those that would most
likely benetit from such therapy. More studies are required to
particularly enable us to define which patients will benefit
from conservative ratherthan dialysis therapy.*' In addition,
it is imporiant to adequately inform pattents of potential
cutcomes to assist them with their decisions,

The elderly

The Increasing acceptance of the elderly onte dialysis pro-
grammes has heightened the interest in and study of the
process of end-of-life decision making. supported by pallia-
tive care, in ESKD.* This is particularly relevant as the mor-
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Palliative care in ESKD

A nt and manag t of patho-physiologicat Assessment and Assessment and manhagement of psychological
conditlon of CKD management of symptoms | condition of patient, their spouse and family, and
and quality of life the relationship with the renal team
[Whenever the issues or conditions accur}
Diagnosls Prevention ! T
of CKD of ?eclir;e ! !
of rena 1 1 :
I function i « Pain i « Uncertalnty / certainty of pregnosis
i | » Weakness and fatigne | | « Amblguity of understanding (abour the
H | disease, treatments, and aims of
Initiation Rejection of E * Anorexla i management) between patient, their
ofRRT RRT ! { « Depression ; spouse and family, and the renal team
] 1
s H H . ,
E 3 ! 1« Loss of roles : . :;i?;—:- I:':lsponst‘, / severe grief reaction
- o 1 1
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§ E Limitation of mobility i » Channals of communication: 1} within
a g = Prevention || g the renal team; and 2) between the
= Mortal |, | 2 g of mortal |} ! renal team and the patient, thelr
5 events g 2 events and E i spouse and family
5 serlousco || .
a5 1 ! « Treatinent decision making /
v = marbidities | |
a8~ : ! ] advanced care planning
13 : :
3 i E
withdrawal 8 ': :
of RRT ; ,
“Terminal care”
v Y ¥ ¥ T [ T ———— —_]
[ Death |
"Standard or usual care”* “Palliative care™®

Fig. 1 Figurative description of Lhe differeént funchons of an idealized modei of care of patients with chronic kidney disease. Qur Outline Understanding of
management of CKD over tim& is described in Figure 1, This arbitrarily divides the overallmanagement of the patlentinto {i] the technical issues related to the renal
disease itsell [and comorbidities) and its treatment; {I} the immediate symptoms and quality-of-life issues suffered by the particular patent; and (i) psychatogical
impact of the disease and ils Prognosis on the patient, their spouse and lamily, and how this alfects communication and decision making between them and the
renal tearn. Optimal patient care through the course of the disease will nvolve combining technically proficient disease ment and 7 gement, atiention
lo the immediate condition as perceived by the patient, and guidance of the emotional condition of tha patient, their knowledge and understanding of thelr
distase and ils prognosis, in order te allow decislon making that maximally satishes the patlent. while we believe that this s implied In the publications on renal
pallmtive care cited in this review, the relationships between the components of care have not been made explicit, and the elfects of symptomatic and
psychological management, and quality of communication, on patient satisfaction have nol been measured Lo any yseful extent, We might speculatethat apatlent
who is uncertain aboul their prognos s, or whose understanding differs Signifcantly from thelr professional advisars, suffering irom denlat or depression as a
reactlon to realizing their mortally threatening and severely restrictive disease, whose communicatlion with the renal Leam seems to be al ¢ross-purposes, might
have difficulty in being brought into an aifective partnarship with the'r physiclans in deciding on the nature and timing of transitions i their renal raplacement
therapy. However, evidence would be more helplul than $peculation. *The 'standard or usual’ and ‘palliative’ designations do not imply separate functions, but
might be regarded as integrated components of overail patient care. Current good practice will be intuitively performing these functions, but are stated explicitly
here 1o assist serwte planning, and information recerding and communication between the patént’s health carers. The list of activities is not intended to be

exhaustive, but only illustrative of types of activity. Also, heaith funding models, notably item-0l-sernice payment, may need tc be modified to [acBitate this
integrated model of care

bidity and moriality seen in ESKD in its latter stages is very

dialysis is stll life extending in the elderly.'** However, in
high.** Mortality in ESKD is mainly a consequence of car-

the retrospective study by Murtagh er al. the survival advan-

diovascular disease. which may be 10- to 100-fold greater
than age- and gender-matched controls in the general papu-
lation,**** or may be due to a higher prevalence of other
causes such ag pneumonta.*™*® However, one study in dialy-
sis patients found clder dialysis patients had a lower excess
morlality in the first 3 years of therapy than younger
patients.*® This can make individual survival and quality-of-
life predictions difficult in the elderly. Despite this, (he
overall mortality 15 high and the assessment of the benefit of
dialysis in the elderly is difficult. Available studies do suggest

12011 Tha Authars
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tage conferred by dialysis was abrogated by comorbidities
such as ischaemic heart disease.' In a small prospeciive
randomized controlled trial in those over 70 years a low
protein diet delayed dialysis and was associated with an
equivalent mortality when compared with those who started
dialysis.*'#? Factors identitied as indicators assaciated with
not opling far dialysis among octogenarians included social
tsolation cornorbidities such as diabetes, late referral and
Karnofsky score.® In those selecting dialysis therapy. depen-
dent predicters of death included poor nutritional status, late
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referral and hunctional dependence.®® Octogenarians also
have been shown to lose independence after dialysls initia-
tion.* The quality-of-life benefits of dialysis therapy in the
eiderly remain unclear.'® In a small observational study in
ESKD patients over 75 years of age conservative therapy was
associaled with a quality of life similar 10 haemodialysis.®

PALLIATIVE CARE AFTER DIALYSIS
WITHDRAWAL

withdrawal from dialysis is one of the commonest causes of
death and represents 35% of dialysis deaths in Australia.™
The Dialysis Outcomes and Practice Patterns Study, reported
differences in withdrawal from dialysis between and within
countries and that this was correlated with nephrologists’
opinions on these issues.* The mortality rate among dialysis
patients is very high and may be greater than in BIV and
some cancers. In addition, their symptem burden and rate of
hospitalization are very high.*® As more elderly patients are
being accepted onto dialysis the focus of care needs to shift
from the life extension aspects of dialysis care 10 relief of
symptom burden and palliative care, withdrawal from dialy-
sis is a generally accepied process™ and provided it is sup-
ported by adequate palliative care, the subsequent death can
be good.” In the USA, end-of-life support for renal patients
is well developed with a specific website that includes pain
managément guidelines.® ln a study of 131 patients who
withdrew from dialysis, 79 were {ollowed prospectively until
they died.”™ These patients had multiple camorbidities and
their main symptoms in the last day of their life were agita-
tion and pain. This study recommended mandatory end-of-
life planning In ESKD management incorporating paliiative
care provision.

There is a documented underutilization of hospice facilities
in ESKD patients in the USA where only 14% of ail ESKD
deaths occurred in patienis ustng these facilities * Only 40%
of BESKD deaths from withdrawal of dialysis entered a
hospice for care. This study also demonsirated a cost saving
associated with dialysis patients dying in a hospice after
withdrawal from therapy. ESKD patients use a hospice at a
rate of 25% compared with that seen in cancer patients.*®

A pilot study reviewed the charts of 35 dialysis patients that
withdrew from therapy and were followed by a palllative care
teamn.?’ The mean survival time from dialysis withdrawal to
death was 10 days. Symptoms were reduced in the last day
with palliative care input. The study suggested improved
education of mulitdisciplinary nephrology staff was required.

A small Australian study assessed the abatement of medieal
treatment in ESKD that encompassed bath withdrawa! and
non-initiation of dialysis treatment." This studyincluded four
patients ihat withdrew from dialysls, seven that did not ini-
tale dialysis and five spouses of these patients. The partici-
panis undertook semistructured interviews from which the
invesiigators gleaned there waould be benelits [rom a greater
discussion of end-of-life issues with acceptance of this as part

of standard practice. These findings are supporied by a study
into the experience of patients after cessation of dialysis that
found early palliative care referral could assist the patient and
multidisciplinary team to manage areas such as pain and
create Opportunities to discuss palliative care options.?

Faclors identified as indicalors associated with dialysis
withdrawal include poor functional status, functional depen-
dency. gender, ethnicity, social isolation and comorbidi-
ties.™*%? Recently, Kurella Tamura er al. explored dialysis
withdrawal preferences and found these varied with race,
with blacks less likely to withdraw from dialysis than
whites.®® Also they found the elderly did net have an
increased preference for dialysis withdrawal whereas
younger patients were less likely Lo record their preferences
and be open 1o end-of-life discussion.’

SYMPTOM ASSESSMENT AND TREATMENT
IN PALLIATIVE CARE IN ESKD

Symptom control is of paramount importance in ESKD
patients on dialysis with pain being the most common.* The
use of the world Health Organization three-step analgesic
ladder is effective in_pain management in haemodialysis
patients.*® A prospective cross-sectional pilot study compared
symptlom burden and quality of life between patients with
advanced ESKD with an €GFR <17 mL/min and a contem-
porary cohort with terminal malignancy.®® Those patients
with ESKD had similar symptom burden and reduced quality
of life a5 the terminal malignancy group. This highlights that
the palliative care needs of patients with ESKD are just as
important as those with terminal cancer.

In a retrospective chart review of conservatively managed
stage 4-5 CKD patients Murphy efaf. assessed symptom
burden using a short patient-completed assessment ool
Patients all auended a renal palliative care service over a
10 month period. Comorbidity data were collected and a
madified patient symptoin module was completed. Fifty-five
patients who were managed without dialysis were reviewed
and the sympiom burden recorded was high, Using a tool
that may lead o assessing more effective symptom treat-
ments, revealed the extent of symprom burden in conserva-
tively managed ESKD. It is alsa important to emyphasize that
a conservative, non-dialysis approach to ESKD management
should not be a vacuum, bur in {act can provide an intensive
programme of multidisciplinary care and support. It also
provides the patient and their family with the confidence
that there will be no reduction in medical and nursing care.®

A study from Hong Kong assessed and compared the
quality of life and symptom burden between patients an
haemodialysis and peritoneal dialysis with paliiative care
ESKD patients with an eGFR <15 mL/min.?? This prospective
observational stedy included 179 patients, 134 who had
dialysis and 45 who underwoock palliative care. Those that
reccived palliative care had greater comorbidity and were
older. There was no significant difference in symptom
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burden between groups and the quality of life was signifi-
cantly reduced in both groups. In this setting there was little
difference in symptems and quality of life whether they had
dialysis or palliative care.

EMOTIONAL FACTORS IN PALLIATIVE CARE

The palliative care process needs to consider acknowledging
and dealing with this grieving both in the patient. their
family and health-care providers. A study conducted by
Badger ¢xploring factors impacting on end-of-life transitions
in critical care found two key areas of concern for nurses.®
These were the “complex emotions and frank indecisiveness
expressed by patients’ families. Grief and loss are issues inter-
twined throughout the course of CKD and ESKD manage-
ment® Although grief is clearly associated with death, it is
also evident and experienced much earlier mn the trajectory
of an illness and is even felt immediately a new high impact
diagnosis is realized. Clinictans may avoid discussing end-of-
life decisions with patients for fear of causing undue anxi-
€ty.® This is despite the patients desire to address the issues.

CULTURAL DIFFERENCES IN
PALLIATIVE CARE

Cultural differences in the approach to end-of-life decisions,
advanced care planning and withdrawal from dialysis have
been addressed by Davison and Holley.*’ Non-Western cul-
lures, significantly represented in the Australian populatien,
may have very different undersiandings of the medical
system. health and disease, These cultural sensitivities need
to be taken into account when discussing palliative care and
end-of-life decisions,

DIALYSIS STAFF INVOLVEMENT IN
PALLIATIVE CARE

Scveral studies have indicated that the beliefs and values of
health professionals have a clear impact on the integration of
palliative care into the management of BESKD patients.
Twehig and Byock® found that the focus of care remained on
cure and prolongation of life and that ethica! cultural and
legal issues impact on the clinical decision o withdraw or
withhold dialysis. In their study on physicians’ decisions to
withhold or withdraw hife-susiaining treatment, Farber ef al.
reported thar internists found it emotionally harder to with-
draw rather than withhold reaiment.**

In 2002, Siegler ef al. reported inadequate communication
and planning for patients with ESKD arcund palliative care
transition. increased patient suffening.?' This was later sup-
ported by a survey conducted of staff directly involved in
dialysis care including nurses and social workers and found
there was a deficiency in end-ef-life discussion with patients
and poor communication of the discussions that had
occurred with staff actually caring for the patients.*® Not only
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should dialysis patients selecting conservative management
be clearly identified, those directly caring for the patient also
need to be aware of the outcome of end-of-life discussions-

REVIEWS ON PALLIATIVE CARE IN ESKD

There have been previous reviews of palliative care in ESKD.
Brown ef al. reviewed palliative care in nephrelogy and issues
covered under the palliative care umbrellz *** Germain and
Cohen noted the increasing mortality of incident dialysis
patlents associated with more elderly accepted for dialysis.”
Haras highlighted the lack of advanced directives and pallia-
tive care among patients with ESKD and how senior nurses
are well placed to initfate such care and discussion®
Jablonski, reviewed misconcepiions that may be barriers 1o
incorporating palliative care into the reutine management of
ESKD.™ Helley reviewed palliative care managemeni in
ESKD with a focus on advanced care planning, referrals to
hospices and bereavement.”’? Lichodziejewska-Niemierko
and Rutkoski focused on the provision of palliative care
support fram the time of diagnosis through to family bereave-
ment and on symptom relief.” Poppel etal. reviewed the
Renal Palliative Care Initiative aL a tertiary hospital and
described the benefits to their patients.™* They also described
the evolution of renal supportive care from an initial focus on
dialysis withdrawal through its expansion to incorporate the
full continuum of CKD.™ They highlighted the need 1o
provide guidelines and tool kits to enable clinicians to achieve
their goals in this population. Dialysis withdrawal has been
reviewed by Murtagh et a/.% along with White And Fitzpatrick
who highlighted the paucity of available data.”™ These
authors provide practical ways of handling the palliative care
patient withdrawing from dialysis and emphasize the impor-
tance of advanced directives and thorough assessment before
stopping treatinent. The role and benefits of a comprehensive
conservative manapgement approach were reviewed by Burns
and Carson.”™ Price reviewed the role of the nephrology nurse
in palllative care for patients highlighting the importance of
early referral and shared care.”

EVIDENCE-BASED GUIDELINES, CORE
CURRICULUM, POSITION STATEMENTS,
STANDARDS AND TOOLS IN
PALLIATIVE CARE

There are many reseurces available, developed predomi-
nantly in the USA and the UK, to support those enquiring
about palliative care in ESKD. A selection of these s summa-
rized below to illustrate the breadth of resources available.

Evidence-hased guidelines

The UK Expert Consensus Group have developed evidence-
based guidélines for symptom management in adulis who
are dying Irom ESKD.* These guidelines developed from the
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Liverpool Care Pathway for the Dying Patient. which was
used initially for rerminal cancer bur subsequently for sireke
and heart fatlure patients. An Expert Consensus Group for
paticnis dying with renal failure found those dying with
renal failure had similar symptoms 1o those dying with ter-
minal cancer hence the Renal Liverpool Care Pathway
prescribing guidelines were developed with the aim of
controlling these symptoms.” The NKF KDOQI guidelines
state Nephrologists should be familiar with the principles of
palliative care and shauld not neglect hospice referral for
patients with advanced kidney failure.* The CARI guide-
lines do not address palliative care'? and formulating guide-
lines i the Australian context should be a high priority.
However. the Kidney Health Australia website provides
information for patients on conservative approaches both
pre-dialysis and withdrawing from dialysts.™

Core curriculum

National Kidney Foundation core curriculum in nephrology
summarized the relevance of palliative care and its incorpo-
ration into dialysis units.® It highlights the usefulness of
advanced care planning in patients with ESKD and strategies
10 increase jis use.

Position statement

The American Soci¢ty of Nephrology and the Renal Physi-
cians Association produced a position statement on End of
Life Care in 2002.' This is a comprehensive document that
addresses advanced care planning and directives, hospice
care and palliative care. It also makes recommendations,
which includes ensuring education of multidisciplinary renal
team members in palliative care principles including
advanced care planning. supporting the patient requesting
dialysis withdrawal with palliative care referral and the
development of renal unit policies and protocols to ensure
advanced care planning occurs.

Clinical practice guldelines

The Renal Physicians Associatlon and the American Sodety
of Nephrology also provide a clinical praciice guideline on
dialysis initiation and withdrawal.®

Standards

Standards for providing Quality Palliative Care for all
Australians were published in 2005.# Although there is
no specific reference to patients with kidney disease the
standards provide guidelings that can be applied to all dis-
cases. The standards do emphasize the need to encompass
the patient and their family’s wishes and needs in the
decision-making process of care planning. In addition, access
to palliative car¢ services should be available independent of
diagnosis and should be based on ¢linical need.

10

Toois

The only tool in the public domain that we could find was in
the National Health Service National End of Life Care Program
to enhance end-of-life care in those without cancer. It intro-
duced the tool ta support patients with kidney failure 482

DISCUSSION AND CONCLUSIONS

Palliative care support should be offered (o patients selecting
ESKD management options including a conservative treat-
ment pathway or withdrawal from dialysis. The increased
acceptance of the elderly with comorbidities. nursing home
patients with their inherent poor outcomes emphasizes the
imporiance of supporting end-of-life decisions with palliative
care. There should be an associated focus on adequate
symptom control, which has been poorly attended to in
ESKD as evidenced from some studies. The sirong emoetional
influence, including griel and loss. apparent in the liverature
for patients. family and health professionals. suggests that
there is a real need for education and support in relation to
palliative care planning for each of these groups. To do this
effectively further rigorous studies are needed to provide a
stronger evidence bafe upon which to advise patients and
their families when faced with impending dialysis. Some.
countries such as the UK, USA, Italy and Canada are well
advanced in providing treaiment guidelines and resources
once dialysis withdrawal is planned but a greater focus on
the pre-dialysis phase is required. Multidisciplinary nephrol-
ogy teamns must ensure thal patients and their families are
accurately informed so they can choose berween dialysis and
cnnservative treatment supported by palliative care. The
inclusion of palliative care guidelines for Ausiralian nephrol-
ogy through the CARI guidelines should be considered.
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Editorial

Renal palliative care in Australia: Time to engage

The number of patients with end-stage kidney disease
{ESKD} is growing, with a disproportionate increase among
those who are elderly. dependant and with multiple comor-
bidities. The annual acceplance rate for renal replacement
therapy In Australia is rising with the knighest prevalence
dialysis groups being the 65-74 year age cohort {24%) and
those over 75 years {24%).' In the past 5 years the greatest
percentage increase in acceprance onto dialysis has been in
the over 85 age group. Dialysis technology and nursing skills
have improved to such a degree that there are few limita-
tions to the ability to commence dialysis irrespective of age or
comorbidities. However, in conjunction with this change in
practice, there is increasing recognition among nephrologists
and renal service providers that dialysing those with increas-
ing dependency and multiple comorbiditics may not improve
their survival and may in fact adversely affect their quality of
life. Indeed, 37% of deaths on dialysis are now due to “social’
causes, predominantly following withdrawal from gialysis.'

The timely review by Fassett and colleagues i this issue of
the Journal® provides an excellent review of available litera-
ture and emphasizes the potental benefits of palliative care
within renal medicine. The authors state that ‘patients and
their familics may be unwilling or unabie 10 choose not (o
commence {dialysis} treatment or to withdraw from it and
thercfore information about pallialive ¢arc oprions is an
important  inclustom  in  pre-dialysis  education; and

......... discussion of a conservative approach supported

by palliative care should be offered to those particularly of
advanced age andfor with multiple co-morbidities’. In an
interesting USA cditorial entitled ‘Geriatric renal palliative
care is coming of age’, Swidler points out that ‘although
dialysis is life-sustaining therapy and extends life, it inay also
create, increase or prolong suffering while not restoring or
matntaining well-bring, function or cognision”.?

Australian nephrology services need to first acknowledge
the shortcomings of dialysis with respect to supporting
quality of life and second amend our service 1o better meet
the needs of those who are dying with or without dialysis.
This means the development of integrated renal palliative
care support services but in Australia we lag behind similar
services established in other Westem countries. The reasons
for this are likely 10 be multifactorial. First. dialysis is a
therapy that gencrally prolongs life, thus making it difficult
for nephrologisis to recommend agatnst such a treatment.
Patients also assuine that if a physician is willing to offer a
treatment it must be beneficial. This is. however, a large
assunption as few studies have been specifically devoted 1o
addressing outcomes in elderly patients on dialysts. Of the
studies that have been published, many suffer an important
selection bias in that they describe only the outepmes of

those who were actually treated by dialysis. with little being
known about the prevalence and cutcome of other elderly
pcople for whom dialysis was withheld. Moreover, data are
lacking on specific predictive facters that could help in decid-
ing whether or not dialysis would offer pre-ESKD octogenar-
ians. or indeed those with significant comorbidities at any
age, a substantial prolongation of life expectancy with an
acceptable quality. Fassett ef al.? discuss some recent obser-
vational studies that have, within the Hmitations of their
retrospective nacure, attemnpted to identify these factors.
These studics suggest that survival advantage on dialysis in
the very elderly is lost when there is a high conorbidity
score, patticularly coronary disease,* poor functional ability
and high social dependency.® One observational study {rom
the UK found that although dialysis prolonged survival in
patients over 70 yecars of age, this was at the expense of
increased hospitalization and interventions and a reduced
likelihood of dying at home or in a hospice setring.®

While the numbers of patients with stage 5 CKD are
increasing. the prevalence and severity of symptors are ontly
just beginning to be recognized for both those who choose 10
dialyse and those who arc managed conscrvatively. The poor
quality of life in advanced CKD and need for symptom
control is similar to that found in advanced cancer popula-
tions.” Unfortunarely. in the absence of an integrated renal
palliative care service, the current reality in Australia is that
many patients’ symptoms are both under recognized and
poorly addressed.

A significant barrier to combining renal and palliative care
in Australia is that the vast maijority of nephrologists have
never received palliative care training or indeed had much
exposnre 1o this area of medicine; for some it is likely to be
a taboo subject. This is In contrast to some other Western
countries where palliative care services expanded earlier to
encompass the management of chronic illnesses other than
cancer, being introduced earlier in the trajectory of an illness
rather than reserved lor when the patient is on death’s door.
in Australia, there reinains a2 poor medical and community
understanding of what constitutes palliative care, the key
perception being that it is only about death and dying. The
WHO definition of palliative care medicine needs o be
embraced as “an approach which improves the quality of life
of patients and their famiii¢s lacing lfe-threatening iliness,
through the prevention and relief of suffering by means of
carly identificalion and inpeccable assessment and treat-
ment of pain and other problems. physical, psychosodal and
spiritual '8

with the anticipaied increase in the number of clderly
people with multiple comorbidities presenting with
advanced chronic kidney disease. there is urgeney about
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developing formalized renal conservative care pathways that
encompass patient and family education. sympom manage-
ment protocols, advance care planning and ultimately
bereavement support The current CARI guidelines state that
‘an expectation of survival with an acceptable quality of life
is a useful starting point for recommending dialysis:® while
these guideiines recognize thar supportive care is another
option for patients with ESKD, using palliative care services
at this early stage is not yet recommended, although analo-
gous studies in lung ¢ancer suggest that 1t should be,'”

If embraced early palliative care medicine may improve
the huge syinptomn burden of patients pursuing an active
dialysis pathway. Patients and families oiten labour under
the irnpression that dialysis 15 curative whereas in reality
many cndure significant symptoms that adversely impact on
their quality of life. While neplhirologists pay great attention
to the inechanics and measorable markers of dialysis, we
need to teach oucseives w better recognize the high
symptom load of these patients and consider an integrared
palliative care approach even while they are actively
dialysing.

A renal palliative care service can, as Fassett ef al.? address,
provide excellent care and support of the patient and their
family during the difficult phase of withdrawal from dialysis.

If we are 1o make serious progress in this {ield we first need
data that allow us to discuss not only quantity but alsa likely
quality of lie for dialysis patients of various age and comor-
bidities. Onportantly, nephrologists need to take the lead.
Research in the area of advance care plauning shows that
patients expect this [rom us; we need to work as a team that
directs patients and their families towards the best mode of
care, be it to dialysis or a conservative non-dialysis pathway.

Finally, resources and education are paramount. It will be
another generation before there are anywhere near suffi-
cient palliative care doctors 1o provide these services. In facl,
with the increasing recognition of palliative care as a spe-
cialty involved in the expert management of patienis’ symp-
toms, there will be a calling for such doctors in many fields of
medicine, no longer just in cancer care, nor just nephrology.
Therefore, nephrologists will need to become expert them-
selves in palliative care medicine as it applies to renal medi-

@ 2011 The Authors
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cine. This will require training for many of us who have had
limired. i any. exposure to this field. We need to focus on
ensuring that the next generation of nephrologists in Aus-
tralia and New Zealand are all trained in this fieid. Sadly. the
current curriculuin does not provide for chis bur at least it's
not yet set in concrere!

MARK A. BROWN' and ROSEMARY MASTERSON?
'nrepartment of Renal Medicing and Mediclne, St George hospital and
University of NSW, Sydney. New South Wales. and *Department ol
Nephrology, Royal Melhourne hospilal, Metbourne, Viclora. Australia
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INTRODUCTION

More than 87,000 patients with end-stage renal
disease (ESRD) die each year in the United States
{1). This reflects an elderly patient population
with substantial comorbidity. The median age of
incident dialysis patients js 65. The population
aged 75 and older is the largest group, having
nearly doubled since 1997 (1). While dialysis pro-
longs life for most patients, life expectancy
remains poor. with overall one- and five-year mor-
tality rates of 25 percent and 60 percent, respec-
tively. Dialysis patients often experience existen-
tial distress (2, 3), and the burden of physical and
psychosocial symptoms is high (4-8). The number
and the severity of their symptoms — such as
pain, nausea, anorexia, shortness of breath, insom-
nia, anxiety, and depression — rival those of many
cancer patients (9). It is therefore not surprising
that an increasing number of patients are dying
after withdrawal of dialysis (10 to 15 percent in
1990, and 20 to 25 percent in 2005} (1}. Unfortu-
nately, most patients are not involved in these
decisions, as they lack decision-making capacity at
the time the decision to withdraw dialysis is made
(10). The vast majority of patients die in acute care
facilities without accessing palliative care services
(11), and current end-of-life practices are not con-
sistent with patient preferences (12). It is now
widely recognized that palliative care principles
must be integrated into the routine care of these
patients (13). Unfortunately, there remains a lack
of evidence to help us determine how best to
deliver that care. This review highlights recent
advances in renal palliative care and suggests how
new knowledge can be integrated into routine
care for chronic kidney disease (CKD) patients.
Remaining challenges that should be prioritized
in fisture research will also be discussed.

THE DEVELOPMENT OQOF
CLINICAL PRACTICE GUIDELINES
AND A FRAMEWORK FOR RENAL
PALLIATIVE CARE

As research and evidence on end-of-life issues in
ESRD accumulated, the clinical practice guideline
Shared Decision-Making in the Appropriate Initi-
ation of and Withdrawal from Dialysis was devel-
oped to assist nephrologists, patients, and families
in reaching decisions on whether to initiate or
stop dialysis (14). The guideline includes recom-
mendations for estimating and communicating
prognosis, advance care planning (ACP) with clar-
ification of goals of care, and renal palliative care.
It has created greater awareness in the North
American renal community of the need to incor-
porate palliative care principles into routine CKD
care, and nephrologists who are knowledgeable
about the guideline report greater preparedness to
make end-of-life decisions {15). In the United
Kingdom, a framework has recently been pub-
lished that is aimed at achieving high-quality end-
of-life care for patients with advanced CKD (16).
[t builds on national work to develop and imple-
ment end-of-ife clinical pathways for all patients
and to injtiate imely ACP and link renal care with
primary and palliative care services.

However, considerable variation in end-of-life
care practices remains, and most nephrologists
still feel inadequately prepared to deal with the
numerous end-of-life challenges inherent in the
care of their patients (15, 17). With the increasing
awareness of the need for a more systematic
approach to renal palliative care, a framework
(Figure I) is emerging to guide and support health
professionals, patients, and families as ESRD
patients approach the end of life. This framework
encompasses Care beginning early in the illness
trajectory, often at the ime of CKD diagnosis, and
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Figure 1 / End-of-Life Care Framework for Patients with Advanced Chronic Kidney Disease
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it continues throughout its course to include ter-
minal care and bereavement. It highlights the
need to: identify those patients most likely to
benefit from palliative care interventions, engage
in ACP, clarify goals of care, consider treatment
options such as conservative management (with-
holding dialysis), engage in shared decision
making about appropriate and timely withdrawa!
of dialysis, relieve suffering (physical, psychoso-
cial, and spiritual), and, where appropriate, refer
to hospice.

IDENTIFYING CKD PATIENTS WITH
HIGH PALLIATIVE CARE NEEDS

The success of a renal palliative care program will
depend, to a large extent, on its ability to prospec-
tively identify patients who need supportive and
palliative care. Not all ESRD patients require pal-
liative care: some have minimal comorbidity
and/ or are eligible for kidney a transplant, which,
if they obtain it, would substantially change their
health-related quality of life (HRQL) and mortal-
ity risk. However, at some point, most patients
will move onto a trajectory of progressive func-
tional decline associated with complex clusters of
physical and psychological symptoms. Unfortu-
nately, the illness trajectories of ESRD patients
appear particularly heterogeneous (18, 19). The
physical, psychosocial, and spiritual needs of
patients and their carers will likely vary according
to the illness trajectory. Predicting and under-
standing the function and symptom trajectories of
an illness may contribute to the timely and effec-
tive planning of palliative services; it will assist
health care professionals to provide carg aligned
with patient preferences and to prevent crises as

patients approach the end of life. The UK Gold
Standards Framework includes a prognostic indi-
cator guide to enable better identification of
patients who need supportive and palliative care
(20). Within the renal palliative care framework,
this would include, at minimum, patients at high
risk of death within the next year and those expe-
riencing significant suffering, whether physical,
psychosocial, or spiritual.

Prognostication

Prognostication is inherently difficult. Even for
patients close to death, it has historically been
poor. While traditional risk factors for mortality
in ESRD — such as increased age, low serum
albumin, poorfunctional status, and comorbidity
— have been identified, they have not proven
clinically useful in prospectively identifying indi-
vidual patients at high risk of mortality within the
next year. Simple and more accurate instruments
for prognostication are required.

A modified Charlson Comorbidity Index (CCD
that takes into account age (Table 1) has been
applied to dialysis patients. CCI scores of 28 have
been used to identify a subpopulation of patients
with approximately a 50 percent one-year mortal-
ity rate (21, 22); scores of 28 have been used to
identify patients who may be appropriate for pal-
liative care assessment (23).

One of the most simple and useful clinical tools
proposed recently to identify dialysis patients at a
high risk for early mortality is the “surprise ques-
tion” (5Q9): “Would you be surprised if this patient
were to die in the next 12 months?” The intent of
the 5Q is to counter the tendency of physicians to
overestimate prognosis. Instead of asking clini-
cians whether a patient will be dead in one year, it



asks them whether they think that the patient
dying within one year is within the realm of pos-
sibility. The 5Q has been asked by both nephrolo-
gists and nurses, and it has been found effective in
identifying dialysis patients who have higher
comorbidity scores, who have lower performance
status scores, and who are 3.5 times more likely to
die within one year (24). ’

Unfortunately, neither the CCI nor the 5Q alone
is sufficiently sensitive or specific to identify indi-
viduals at high risk of early mortality. A recently
developed integrated prognostic model for preva-
lent hemodialysis patients has taken prognostica-
tion a step further by combining the presence of
two comorbidities, peripheral vascular disease,
and dementia with the 5Q and the more tradi-
tional risk factors of age and serum albumin (25).
Although age, peripheral vascular disease, and
dementia are components of the CCI, the full CCl
was not statistically significant after controlling
for age, serum albumin, and other comorbidities.
The area under the curve for this prognostic
model’s prediction of six-month mortality was
0.87 (95 percent CI 0.82 to 0.92) in a derivation
cohort of 512 prevalent hemodialysis patients and
0.80 (95 percent CI 0.73 to 0.88) in a validation
cohort of 514 prevalent hemodialysis patients.
The model also predicts 12- and 18-month mortal-
ity, although the accuracy of these predictions has
yet to be described. This tool is available online
(http://touchcalc.com/ calculators/sq) and as an
application for hand-held devices (www.qxmd,
com). Whether it can be extended to peritoneal
dialysis patients is not yet known.

These prognostic approaches have not been
applied to incident dialysis patients who may be
at risk for early mortality. Data from the French
Renal Epidemiology and Information Network

Table 1 / Scoring for the Modified
Charison Comorbidity Index

Points

1 point each for coronary artery disease, congestive heart
failure, peripharal vascular disease, dementia, chronic
pulmonary disease, connective tissue disorder, peptic ulcer
disease, mild ilver disease, diabates

1 point for every decade over 40 {for example, a 64-year-old
would receive 3 points)

2 points each for hemiplegia, moderate-severs renal disease
{inciuding being on dialysis), diabetes with end-organ
damage, cancer (including laukemia o¢ lymphoma)

3 points for mederate-savere liver disease

6 points sach for metastatic solid tumour, AIDS

Score totals low moderate high  wvery high
{=3) (4-5) 6-n &8

Annual mortality rate 3% 13% . 27% 49%

(REIN) registry was used to develop a scoring
system, similar to the CCI, which uses comorbid-
ity to predict six-month survival in patients 75
and older starting chronic dialysis (26} (Table 2).
1 will discuss this further when [ address conser-
vative management.

The vast majority of ESRD patients appear to
have high levels of disability during the last year
of life, and functional decline often signals short-
ened survival; it acts as a sentinel event that can
be readily observed and measured (19). Making
an assessment with a modified Karnofsky activity
scale or screening activities of daily living have
been shown to be simple and reliable ways to
independently identify ESRD patients at risk for
early death (27, 28). Performing these actions may
enhance the approaches to prognostication men-
tioned earlier.

Table 2 / Scoring for the Renal Epidemiology
and Information Network (REIN)
Prognostic Mode!

Comorbidity points
1 point each for diabetes, dysrhythmia, active malignancy

2 points each for body mass index <18.5 kg/m?, congestive
heart failure stages 1l to IV, peripheral vascular disease
stages lll to IV, severe behavioural disorder, unplanned
dialysis start !

3 points for total dependency for transfers
Scora totals 0 1 2 3-4

G-month
mortality rate

56 7-8 20

8% 10% 17% 21% 33% 50% 70%

Screening of Patients with Physical,
Psychosocial, and Spiritual Distress

Clearly, patients who suffer from physical, psy-
chosocial, and spiritual distress can also benefit
from supportive care interventions, regardless of
their predicted survival time. Identifying these
patients is a priority within the renal supportive
and palliative care framework. A growing body of
literature demonstrates that approximately 50
percent of ESRD patients, regardless of their age,
experience chronic pain; as many as 82 percent
report this pain as moderate to severe (5, 7, 29, 30).
In fact, the number and severity of symptoms,
including pain, reported by patients, whether
treated with dialysis or managed conservatively,
is similar to that reported by many cancer patients
in palliative care settings (6, 9, 29). Unfortunately,
pain in ESRD is both under-recognized (31) and
under-treated (5, 32). Research suggests that
symptom burden is more important than objective
clinical parameters in determining HRQL in ESRD
patients (33, 34). Dialysis patients with chronic
pain are two to three times more likely to suffer

wn
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from depression and insomnia than patients
without chronic pain (35). Symptom burden
accounts for 29 percent of the impairment in their
physical HRQL and 39 percent of the impairment
in their mental HRQL (6). Similarly, changes in
symptom burden have been shown to account for
34 percent and 46 percent of the changes in phys-
ical and mental HRQL, respectively (36). ESRD
patients typically experience chronic pain in the
context of multiple other debilitating symptoms,
such as anorexia, fatigue, nausea, insomnia, pruri-
tus, anxiety, and depression, as well as end-of-life
issues, all of which may interfere markedly with
psychosocial and physical coping strategies. These
findings reinforce the importance of integrating
effective clinical approaches to symptom assess-
ment and management.

The modified Edmonton Symptom Assessment
System (mESAS) is a reliable, simple, useful, and
valid method for regular physical and psycholog-
ical symptom screening in CKD (6, 36). This tool
was adapted from the Edmonton Symptom
Assessment System (ESAS), which is a widely
used tool for measuring symptom distress in
cancer patients (37). The ESAS consists of nine
visual analog scales with a superimposed 0-to-10
scale for pain, activity, nausea, depression, anxiety,
drowsiness, appetite, well-being, and shortness of
breath. To address the symptom burden experi-
enced by CKD patients, the ESAS was modified
by adding pruritus and insomnia. While the inter-
vention goal is to improve HRQL, symptoms such
as anorexia, pruritus, and depression (38, 39) have
been associated with the risk of early mortality.
Whether interventions aimed at reducing symp-
tom burden will reduce mortality is unknown and
is an area for future research.

Spiritual distress in ESRD has not been as well
researched, but single screening questions such as
”Are there any spiritual concerns you would like
to address or discuss with a member of the health
care team?” can serve as a gateway to larger dis-
cussions and a more profound spiritual assess-
ment of those who indicate distress (2, 3).

Implementation of Strategies for

Prospectively Identifying CKD Patients

with High Palliative Care Needs

Given the large number of patients most renal
programs care for and the complex nature of their
illness, identification strategies need to be simple
and systematically integrated so assessments can
be completed quickly and easily. The assessment
will also have to be appropriate for the patient’s
degree of comorbidity, frailty, and cognitive im-
pairment. The SQ, mESAS, modified Karnofsky,
and single spiritual distress question are all simple

assessments that can be easily integrated into
routine clinical practice with limited staff and
patient burden. When combined with routinely
available information such as comorbid condi-
tions, age, and serum albumin, these assessments
should provide nephrology programs with an
effective way to identify those patients more likely
to require supportive and palliative care. Pre-
dicted survival probabilities for a given patient do
not need to be recorded on the medical chart or
communicated in detail to the patient and health
care team if this would be inappropriate. Rather,
this information can be used solely as a tool to
identify patients with predefined mortality risks,
such as a predicted 6- or 12-month mortality rate
of 50 percent or greater.

Such an approach to identifying high-needs
patients has yet to be evaluated at a program
level. The indicators must be interpreted with clin-
ical judgment for each individual. The approach
can, however, help alert the health care team to
shifts in illness trajectory and to the presence of
supportive and palliative care needs. The more
accurate health care teams become in their prog-
nostication, the better their chances of meeting the
needs of patients and their families during the
patients’ final months of life.

CONSERVATIVE MANAGEMENT

Conservative management entails choosing active
disease management {such as treatment of anemia,
metabolic bone disease, or electrolyte abnormali-
ties) and aggressive palliative care while opting
not to start chronic dialysis. There is a growing
understanding that initiating conservative man-
agement does not signal imminent death, and that
conservatively managed patients can remain
stable for long periods. However, during the
period shortly before and after the initiation of
dialysis, there is a high risk of accelerated rates of
functional and cognitive decline and/or death (1,
40). Therefore, for some patients, the initiation of
dialysis confers neither an HRQL nor a survival
advantage.

The challenge has been to identify those
patients for whom conservative management is
the most effective option for promoting their
goals. This is one of the most important areas in
renal palliative care that requires further research.
Almost all available data on conservative manage-
ment come from Europe — in particular, the UK.
It was recently shown that the survival advantage
of dialysis for patients 75 and older was lost
among those with high comorbidity scores, espe-
cially ischemic heart disease (41). These conserva-
tively managed patients had one- and two-year
survival rates of 68 percent and 47 percent, respec-



tively, once glomerular filtration rates (GFR)
dropped below 15 ml/min. Another study of 29
conservatively managed patients with a mean age
of 81.6 showed a mean survival rate of 13.9
months after a putative dialysis start date (GFR of
10.8 1/min) (42). Unfortunately, comparative data
for conservative management and chronic dialysis
are lacking. However, if predicted survival time
after initiating dialysis (using prognostic models
such as the REIN) is less than six months, there is
less likely to be a significant survival ad vantage of
chronic dialysis over conservative management,
and HRQL factors will likely take precedence.
How initiation of dialysis affects functional
status and HRQL is a highly relevant issue to con-
sider in determining the benefits of dialysis versus
conservative management. Dialysis patients have
one of the highest prevalence rates for frailty of
any single population; 67.7 percent of a]l dialysis
patients meet criteria for frailty, with the maximal
prevalence of 78.8 percent among patients older
than 80 years (43). Frailty is strongly associated
with increased morbidity, hospitalization, and
early mortality (43). Patients with significant func-
tional impairment, poor HRQL, and/or multiple
comorbidities might have little to gain and poten-
tially something to lose from dialysis. For some of
these patients, conservative management may be
more appropriate. A recent retrospective analysis
of a national registry of nursing home residents in
the United States showed that the initiation of
dialysis was associated with a substantial and sus-
tained decline in functional status (40). Mortality
rates were 24 percent in the first three months
after dialysis initiation, and 58 percent at 12
months. Among the survivors, there was a sub-
stantial decline in functional status, particularly
within the first three months. By 12 months, 87
percent of patients had either died or had experi-
enced functional decline; only one in eight had
maintained functional status. A Canadian study
reported that 30 percent of patients over 80 years
of age experienced functional loss and required
assistance or transfer to long-term care facilities
within the first six months of starting dialysis (44).
The true-extent of functional decline was likely
underestimated, as there was no formal assess-
ment of functional status. This is a considerably
higher rate than that reported in the literature,
where it is indicated that less than 20 percent
of frail-elderly (non-dialysis) patients require
nursing home care within 18 months of hospital
discharge (45). Similarly, maintenance dialysis was
not able to return inner-city patients 65 years and
older to their pre-dialysis level of functioning (46).
Because there were no controls in these studies, ,
these data cannot tell us whether dialysis was the

cause of functional decline or whether it conferred
a survival advantage. At minimum, however,
these data suggest that for most elderly and
nursing home patients, the initiation of dialysis
does not restore or even maintain functional
status. The current clinical practice guideline sug-
gests that appropriate criteria for conservative
therapy include patient or surrogate wishes, pro-
found neurologic impairment, the presence of a
non-renal terminal condition with an estimated
prognosis of less than six months, or a medical
condition that precludes the technical process of
dialysis (47). While age, comorbidity, and func-
tional status are not listed as criteria for withhold-
ing dialysis, they clearly impact patient survival
and HRQL, and, therefore, they are factors to be
considered in discussions with patients and their
families prior to initiating dialysis (48),

ADVANCE CARE PLANNING

ACP has not been routinely integrated into the
care of CKD patients. Most nephrologists do not
convey prognosis or have end-of-life discussions
with their patients, even though most patients
want them to do so (12, 49). Most dialysis patients
are unaware of their poor likelihood of survival
following cardiopulmonary resuscitation (CPR)
(50), and relatively few issue a do-not-resuscitate
order (51). In fact, most dialysis patients do not
issue advance directives. Those who do tend to
address only limited treatment options and typi-

cally do not indicate health states in which they '

would no longer wish to continue dialysis (52, 53).
Despite this, 20 to 25 percent of North American
patients withdraw from dialysis prior to death (1),
The majority of patients lack decision-making
capacity at the time the decision to withdraw dial-
ysis is made, so such decisions usually fall to staff
or family (10). Unfortunately, neither family
members nor physicians can accurately predict
patients’ desires for life-sustaining treatments,
including dialysis (54-56). In a Japanese study of
398 paired subjects — a dialysis patient and a
family member — only 50 percent of the family
members correctly predicted the patients’ prefer-
ence for CPR; 44 percent predicted the preference
for dialysis in a severely demented state, and 47
percent predicted the preference for dialysis in the
event of terminal cancer. The corresponding
figures for physicians were 44 percent, 47 percent,
and 43 percent (57).

With informed consent and shared decision
making that balances beneficence, non-malefi-
cence, and justice, withdrawal from dialysis is eth-

ically and clinically acceptable (13). ACP should.

include discussions about health states in which
patients would no longer wish to continue dialy-
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sis. Advanced age, comorbid conditions, poor
functional status, gender, ethnicity, and compro-
mised HRQL all influence the decision to stop
dialysis (58). It is incumbent upon all those caring
for a patient contemplating withdrawal to address
remedial factors contributing to the decision to
stop dialysis.

There are no standards governing when to ini-
tiate or how to facilitate ACP for patients with
advanced CKD. Major barriers to initiating end-
of-life discussions include the concern that these
conversations will diminish hope, a lack of accu-
rate prognostic tools, inadequate training in how
to conduct discussions, and a lack of evidence that
clearly demonstrates the impact of ACP on end-
of-life care,

Patients are often less concerned than physi-
cians that end-of-life care discussions will damage
hope. Many dialysis patients will have already
considered end-of-life options (59-61) and would
welcome the opportunity to engage in these dis-
cussions with their nephrologists (49, 59, 60, 62).
Their hope appears as much related to how
medical interventions can assist them in sustain-
ing valued roles and relationships in their daily
lives as it is to survival statistics (69). Regardless,
one study reported that 97 percent of CKD
patients wanted their nephrologists to give them
life-expectancy information and to do so without
having to be prompted (49). Research has shown
that open, honest discussion with dialysis patients
about prognosis and end-of-life care promotes
self-reliance, alleviates fear and uncertainty, and
reinforces trust and hope (59). Varying amounts of
time are required for this process to be effective.
Research is underway to determine whether com-
municating prognosis using the integrated prog-
nostic model described earlier will positively
impact ACP and ultimately end-of-life care.

Teaching staff the skills to facilitate ACP will
be critical to the success of any ACP initiative.
A 2003 survey of second-year nephrology fellows
revealed that only 22 percent had been taught
how to tell a patient that he or she is dying; 32
percent had conducted two or fewer family meet-
ings, and 26 percent of all family meetings
occurred without an attending nephrologist (63).
Dialysis patients’ preferences regarding how the
health care team facilitates ACP have recently
been explored (64). This has lead to the develop-
ment of new tools to guide facilitated ACP in
ESRD (65). Some health regions are beginning to
systematically integrate ACP into their nephrol-
ogy programs, and online resources are available
to help staff, patients, and family members (66).
Skill-based training programs, such Respecting
Choices, are also available (67}.

The timing of end-of-life discussions is impor-
tant. Cognitive impairment affects patients’ ability
to meaningfully participate in shared decision
making. Murray and colleagues showed that 73
percent of 338 dialysis patients had either moder-
ate or severe cognitive impairment on formal
testing (68). Only 2.9 percent of these patients had
a documented history of cognitive impairment.
Unpredictable illness trajectories and progressive
cognitive decline highlight the importance of ini-
tiating early ACP with ongoing communication
and re-evaluation throughout the illness trajectory
to ensure that end-of-life crises are avoided and
decisions are consistent with patients’ wishes (69).
Ideally, these discussions will be included in the
education process that occurs when patients are
presented with dialysis options. Research suggests
that dialysis patients would support this approach
(49, 59). Sentinel events (hospitalization, acuté
illness, and decline in functional status) present
additional opportunities to engage in ACP.

Policy may aid in successfully implementing
ACP. Failure to accompany patients across sites of
care limits the effectiveness of advance directives.
The Physician Orders for Life-Sustaining Treat-
ment (POLST) Paradigm program (70} was devel-
oped in Oregon to ensure that patient treatment
preferences are honoured. It does so by converting
patients’ treatment preferences into medical
orders that are transferable throughout the health
care system. POLST orders regarding CPR were
universally accepted in a study of 180 nursing
home residents. These patients had remarkably
high levels of comfort care and low rates (15
percent) of transfer for aggressive life-extending
treatments {71). When POLST forms were used in
the hospice setting, preferences for treatment Lim-
itations were respected in 98 percent of cases, and
no one received unwanted CPR, intubation, inten-
sive care, or feeding tubes {70). The POLST
program is being advocated for ESRD patients,
although it has yet to be evaluated in this context
(13).

How effective ACP can be in improving the
quality of end-of-life care for ESRD patients
remains to be established. However, a recent ran-
domized controlled trial of facilitated ACP using
the Respecting Choices program demonstrated
that the end-of-life wishes of trial participants
were much more likely to be known and followed
than those of a control group (86 percent versus 30
percent, p<0.001) of medical in-patients aged 80 or
more (72). There is also evidence that using
disease-specific ACP for patients with ESRD can
increase surrogate understanding of patient goals
(73).



PAIN MANAGEMENT

With the development of symptom assessment
tools and research into the prevalence and impact
of chronic pain in CKD, there has been greater
focus on pain management. Effectively treating
pain is an integral component of chronic disease
management as well as palliative care; and screen-
ing all ESRD patients is important, given the high
prevalence of chronic pain, regardless of age,
comorbidity, or predicted survival time. The
Centers for Medicare and Medicaid Services par-
tially funded the Mid-Atlantic Renal Coalition to
convene an expert panel consisting of researchers
and clinicians from across North America and the
United Kingdom with the goal of developing a
clinical algorithm for the treatment of chronic pain
in CKD (74). This algorithm is increasingly being
adapted and utilized by nephrology programs
across North America. It includes a pain assess-
ment tool, an overview of the essentials of pain
management, an adapted World Health Organiza-
tion analgesic ladder, specific recommendations
for the appropriate use of several opioids and
adjuvant analgesics, and a brief review of the
management of common opioid adverse effects.
These are tools that can be implemented in pre-
dialysis and dialysis clinics.

The UK has also established renal-specific ter-
minal symptom algorithms as part of the Liver-
pool Care Pathway (75, 76), an integrated tool,
implemented across the UK, that was designed to
be used by those caring for patients in their last
days of life. These algorithms can be used across
health care settings to better manage terminal
symptoms for patients in hospitals, long-term care
facilities, hospices, or nursing homes.

While advances have clearly been made over
the past few years with respect to pain manage-
ment in CKD, research is still required on the
impact of these algorithms on functional status
and overall HRQL, as well as on the management
of the numerous other symptoms experienced by
CKD patients. Alternative analgesic approaches
are required for patients who are unable to tolerate
opioids (the adverse effects of opioids are more
likely to occur in people with kidney failure).
Research is underway to assess the effectiveness of
cannabinoids in controlling pain while simultane-
ously addressing other symptoms, such as nausea,
vomiting, anorexia, insomnia, and pruritus.

HOSPICE CARE

Hospices are recognized for providing excellent
end-of-life care, but few dying ESRD patients
receive it, even following withdrawal from dialy-
sis (11). Based on the United States Renal Data
System, it was determined that only 13.5 percent

Figure 2 / Adapted World Health Organization
Three-Step Analgesic Ladder for Patients
with Advanced Chronic Kidney Disease

Severe pain {7-10}

hydromomphone - stast 1 mg PO q 4h +
0.5 mg pm g 2h for breakthrough pain

+ non-opioid analgesics and adjuvants

Moderate pain {4-6)

hydromorphone - start 0.5 mg PO g 4h +

o 0.5 mg prn g 2h for breakthrough pain
OR

tramadol 25 mg daily up to 75 mg bid.
+ non-opioid analgesics and adjuvants ®

Moderate pain {4-6)

hydromorphone - start 0.5 mg PO g 4h + 0.5
mg prn q 2h for breakthrough pain
0OR
tramadol 25 mg daily up to 75 mg bid.

£ non-opicid analgesics and adjuvants ®

PRN doaing for breakthrough pain; titrate to ~10% of the 24-hour
dose of opioid prescribed every 1 to 2 hours as needed.

‘Do not sxceed 3.2 g/day of acetaminophen to avoid hepatataxicity
as par FOA racommandations. in high-riak patients (malnouriahed,
alcoholic), hmit to 2.6 g/day.

** Adjuvants inciude madications such as anticonvulsants for
neuropathic pain. They can also be agents administered to manage
agverss gttecta of an opivid. This includes anti-emetics or iaxatives,

of 115,239 dialysis patients in the US who died
between January 1, 2001 and December 31, 2002
used a hospice. Of these patients, 21.8 percent
withdrew from dialysis; in this subset, 41.9
percent used a hospice. Only 22.9 percent of dial-
ysis hospice patients died in hospital, compared
with 69.0 percent of non-hospice patients (p
<0.001). In the US, a poor understanding of
Medicare ESRD benefits and Medicare hospice
benefits contributes to the low referral rate of dial-
ysis patients to hospice (77). If the terminal diag-
nosis that results in referral to hospice care is
unrelated to the ESRD diagnosis, then both
Medicare benefits can be paid while the patient
continues with chronic dialysis. Of those patients
who withdraw from dialysis, approximately 96
percent will die within one month. Enhanced
knowledge about the eligibility of dialysis patients
to use hospice services and further research on the
benefits and cost-effectiveness of hospice care for
dialysis patients are needed to increase hospice
utilization (77).
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SUMMARY

Patients with ESRD have extensive and unique
end-of-life care considerations and needs. Despite
substantial advancements in renal palliative care
over the past decade, much research is still
required. Identifying CKD patients whose illness
trajectory has shifted and would likely benefit
from a palliative approach to care should be a pri-
ority of all nephrology programs. Further research
on symptom management, the effectiveness of
ACF, the life expectancy of conservatively man-
aged and incident dialysis patients, anticipated
changes in functional status and HRQL with the
initiation of dialysis (especially among the frail
elderly), and the best way to deliver renal pallia-
tive care is required to maximize the integration
and effectiveness of renal palliative care services.

Data received, January 28, 2010; date accaptad,
Novamber 8, 2010
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RECOMMENDATION SUMMARY

These recommendations are based on the expert consensus opinion of the RPA Working Group.
They used a priori analytic frameworks regarding decisions to withhold or withdraw dialysis in
aduit and pediatric patients with AKI, CKD, and ESRD. Systematic literature reviews were
conducted to address pre-specified questions derived from the frameworks. The research
evidence, case and statutOry law, and ethical principles were used by the Working Group in the
formulationt of their recomiendations.

Adult Patients
Establishing a Shared Decision-Making Relationship

Recommendation No. 1

We recommend a shared decision-making physician-patient
relationship.

Because of the number and complexity of decisions involved in treatment of kidney
failure, such a relationship is important for patients with acute kidney injury (AKI), stage
4 and 5 chronic kidney disease (CKD}), and stage 5 CKD requiring dialysis, referred to in
this guideline as end-stage renal disease (ESRD). Participants in shared decision-making
should involve at a minimum the patient and the physician. If a patient lacks decision-
making capacity, decisions should involve the person legally authorized to make health
care decisions on behalf of the incapacitated patient. This person is often (though not
always) a family member and will be called “the legal agent” in the remainder of this
document (see the glossary for a full description). With the patient’s consent, shared
decision-making may include family members or friends and other members of the renal
care team,

Recommendation No. 2

We recommend that physicians should fully inform AKI, stage 4 and §
chronic kidney disease (CKD) and ESRD patients about their diagnosis,
prognosis, and all treatment options.

These options inciude: 1} available dialysis modalities and kidney transplantation if
applicable, 2) not starting dialysis and continuing medical management, 3) a time-limited
trial of dialysis, and 4) stopping dialysis and receiving end-of-life care. Choices among
options should be made by patients or, if patients lack decision-making capacity, their
designated legal agents. Their decisions should be informed and voluntary. The renal care
team, in conjunction with the primary care physician, should insure that the patient or
legal agent understands the benefits and burdens of dialysis and the consequences of not
starting or stopping dialysis. Research studies have identified a population of chronic
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kidney disease patients for whom the prognosis is particularly poor. This population has
been found to include patients with two or more of the following characteristics: 1)
elderly (defined by research studies identifying poor outcomes in patients equal to or
greater than 75 years); 2) patients with high comorbidity scores (¢.g., modified Charlson
Comorbidity score equal to or greater than 8); 3) marked functional impairment {e.£.,
Karnofsky performance status score < 40); and 4) severe chronic malnutrition {e.g.,
serum albumin level <2.5 g/dL using the bromcresol green method). Patients in this
popuiation should be informed that dialysis may not confer a survival advantage or
improve functional status over medical management without dialysis and that dialysis
entails significant burdens which may detract from their quality of life.

Recommendation No. 3
We recommend that all patients with AKI, stage 5 CKD or ESRD
receive patient-specific estimates of prognosis.

To facilitate informed decisions about starting dialysis for AKI, stage 5 CKD, or ESRD,
all patients should have their prognosis estimated, with the realization that the ability to
predict survival in the individual patient is limited. Depending on the setting, a primary
care physician, intensivist, or nephrologist who is familiar with estimating and
communicating prognosis should ¢conduct these discussions (See recommendation #10 for
communication strategies). For patients with ESRD, the “surprise” question "Would [ be
surprised if this patient died in the next year?” can be used together with known risk
factors for poor prognosis: age, comorbidities, severe malnutrition, and poor functional
status. For patients with stage 5 CKI pre-dialysis, the estimate of prognosis should be
discussed with the patient or legal agent, patient’s family, and among the medical team
members to develop a consensus on the goals of care and whether dialysis or active
medical management without dialysis should be used to best achieve these goals. These
discussions shouid occur as early as possible in the course of the patient’s kidney disease
and continue as the kidney disease progresses. For ESRD patients on dialysis who
experience major complications that may substantially reduce survival or quality of life,
it is appropriate t© reassess treatment goals, including consideration of withdrawsl from
dialysis.

Facilitating Advance Care Planning

Recommendation No. 4
We recommend advance care planning.

The purpose of advance care planning is to help the patient understand his/her condition,
identify his/her goals for care, and prepare for the decisions that may have to be made as
the condition progresses over time. For chronic dialysis patients, the interdisciplinary
renal care team (see glossary for definition of renal care team) should encourage patient-
family discussion and advance care planning and include advance care planning in the
oversll plan of care for each individual patient. The renal care team should designate a
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person to be primarily responsible for ensuring that advance care planning is offered to
each patient. Patients with decision-making capacity should be strongly encouraged to
talk to their legal agents to ensure that the legal agent knows the patient’s wishes and
agrees to make decisions according o these wishes.

The renal care team should attempt to obtain written advance directives from all dialysis
patients and where legally accepted Physician Orders for Life-Sustaining Treatment
(POLST), or similar state-specific forms, should be completed as part of the advance care
planning process. At a minimum, each dialysis patient should be asked to designate a
legal agent in a state-specific advance directive. Advance directives should be honored by
dialysis centers, nephrologists, and other nephrology clinicians except possibly in
situations in which the advance directive requests treatment contrary to the standard of
care {see the recommendation on conflict resolution).

Making a Decision to Initiate or Discontinue Dialysis

Recommendation No. §*
It is appropriate to forgo (withhold initiation or withdraw ongeing)

dialysis for patients with AKI, CKD, or ESRD in certain, well-defined
situations.

These situations include the following:
Patients with decision-making capacity, who being fully informed and making voluntary
choices, refuse dialysis or request that dialysis be discontinued

Patients who no longer possess decision-making capacity who have previously indicated
refusal of dialysis in an oral or written advance directive

Patients who no longer possess decision~making capacity and whose properly appointed
legal agents/surrogates refuse dialysis or request that it be discontinued

Patients with irreversible, profound neurological impairment such that they lack signs of
thought, sensation, purposeful behavior, and awareness of self and environment

*Medical management incorporating palliative care is an integral part of the decision to

forgo dialysis in AKI, CKD, or ESRD, and attention to patient comfort and quality of life

while dying should be addressed directly or managed by palliative care consultation and

referral to a hospice program (see recommendation #9).

Recommendation No. 6

It is reasonable to consider forgoing dialysis for AKI, CKD, or ESRD
patients who have a very poor prognosis or for whom dialysis cannot be
provided safely.

Included in these categories of patients are the following:
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* Those whose medical condition precludes the technical process of dialysis because
the patient is unable to cooperate (e.g., advanced dementia patient who pulls out
dialysis needles) or because the patient’s condition is too unstable (e.g., profound
hypotension)

*  Those who have a terminal iliness from non-renal causes (acknowledging that some
in this condition may perceive benefit from and choose to undergo dialysis)

= Those with stage 5 CKD over the age of 75 who meet two or more of the following
statistically significant very poor prognosis criteria (see recommendations no. 2 and
3): I)clinicians’® response of *“No, | would not be surprised” to the surprise question;
2) high comorbidity score; 3) significantly impaired functional status such as
Karnofsky Performance Status score less than 40, and 4) severe chronic malnutrition
(serum albumin <2.5 g/dL using the bromcresol green method).

Resolving Conflicts about What Dialysis Decisions to Make

Recommendation No. 7

For patients requiring dialysis, but who have an uncertain prognosis, or
for whom a consensus cannot be reached about providing dialysis, we
recommend the consideration of a time-limited trial of dialysis.

If a time-limited trial of dialysis is conducted, the nephrologist, the patient, the patient’s
legal agent, and the patient’s family (with the patient’s permission to participate in
decision-making) should agree in advance on the length of the trial and parameters to be
assessed during and at the completion of the time-limited trial t0 determine if dialysis has
benefited the patient and if dialysis should be continued.

Recommendation No. 8

We recommend a systematic due process approach for conflict
resolution if there is disagreement about what decision should be made
with regard to dialysis.

Conflicts may occur between the patient/ legal agent and the renal care team about
whether dialysis will benefit the patient. Conflicts may also oceur within the renal care
teamn or between the renal care team and other health care providers. In sitting down and
talking with the patient/legal agent, the nephrologist should try to understand their views,
provide data to support his/ber recommendation, and correct misunderstandings. In the
process of shared decision-making, the following potential sources of conflict have been
recognized: 1) miscommunication or misunderstanding about prognosis, 2) intrapersonal
or interpersonal issues, or 3) special values. If dialysis is indicated emergently, it should
be provided while pursuing conflict resolution, provided the patient or legal agent
requests it.
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Providing Effective Palliative Care

Recommendation No. 9

Palliative care services and interventions should be offered to all AKI,
CKD, and ESRD patients who suffer from burdens of their disease in an
effort to improve patient-centered outcomes.

These services are appropriate for people who chose te undergo or remain on dialysis and for
those who choose not to start or continue dialysis. With the patient’s consent, a multi-
professional team with expertise in renal palliative care--including nephrology
professionals, family or community-based professionals, and specialist hospice or
palliative care providers~-should be involved in managing the physical, psychological,
social, and spiritual aspects of treatment for these patients, including end-of-life care.
Physical and psychological symptoms should be routinely and regularly assessed and
actively managed. The professionals providing treatment should receive training in
assessment and management of symptoms and in advanced communication skills.
Patients should be offered the option of dying where they prefer, including at home with
hospice care, provided there is sufficient and appropriate support to enable this option.
Support should also be offered to patients’ families, including bereavement support
where appropriate. Dialysis patients for whom the goals of care are primarily comfort
should have quality measures distinct from patients for whom the goals are aggressive
therapy with optimization of functional capacity.

Recommendation No. 10
We recommend a systematic approach for communication about

diagnosis, prognosis, treatment options, and goals of care.

Good communication improves patients’ adjustment to illness, increases adherence to
treatment, and results in higher patient and family satisfaction with care. Patients
appreciate sensitive delivery of information about their prognosis and the ability to
balance reality while maintaining hope. In communicating with patients, the critical task
for clinicians is to integrate complicated biomedical facts and conditions with emotional,
social, and spiritual realities that are equally complex but not well described in the
language of medicine. This information must be communicated in a way that patients,
legal agents, and families can understand and use to reach informed decisions about
diatysis and transplantation options. Patients’ decisions should be based on an accurate
understanding of their condition and the pros and cons of treatment options. Shared
decision-making depends upon this effective, empathic communication, but research
shows that nephrologists are not prepared to communicate in this manner in their
fellowship training.
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Section 4. Guideline Recommendations and Their Rationales
for the Treatment of Adult Patients

Establishing a Shared Decision-Making Relationship

Recommendation No. 1

We recommend a shared decision-making physician-patient relationship.

Because of the number and complexity of decisions involved in treatment Of kidney failure, such
a relationship is important for patieats with acute kidney injury (AKI), stage 4 and 5 chronic
kidney disease (CKD), and stage 5 CKD requiring dialysis, referred to in this guideline as end-
stage renal disease (ESRD). Participants in shared decision-making should invoive at a minimum
the patient and the physician. If a patient tacks decision-making capacity, decisions should
involve the person legally authorized to make health care decisions on behalf of the incapacitated
patient. This person is often (though not always) a family member and will be called “the legal
agent” in the remainder of this document {see the glossary for a full description). With the
patient’s consent, shared decision-making may include family members or friends and other
members of the renal care team.

Rationale

The recommended process by which health care professionals and patients come to agreement on
a specific course of action is shared decision-making. It is based on a common understanding of
the goals of treatment and the risks and benefits of the chosen course compared with any
reasonable aiternative.' Ethical principles supporting this process include respect for patient
autonomy, beneficence, and nonmaleficence. Observational evidence indicates that shared
decision-making, especmlly the legal requu'ements for full disclosure and informed decisions, is
often not achieved in the dialysis setting.”® (Level B Observational Evidence) Many patients
initiating dialysis receive or perceive inadequate information and may not understand the
information they do receive, despite the fact that most dialysis occurs in the setting of
rogressive CKD where the prognosis is known well before the actual need for dialysis arises.
! (Level B Observational Evidence)

2.6-

A factor that could limit patients’ understanding of information presented to them and their
participation in shared decision-making is cognitive impairment which is severe enough to cause
dialysis patients to lose decision-making capacity. Studies have found a high prevalence of
cognitive impairment in certain populations of dialysis patients. In two studies in which the
dialysis patlents were randomly selected, cognitive impairment was found in 30 and 35 percent
reSpectively ? In a study of dialysis patients aged 55 years and older, cognitive impairment
was found in 87 percent. It was mild in 14 percent, moderate in 36 percent, and severe in 37
percent.”* The authors of these studies recommend cognitive testing before dialysis initiation and
periodically thereafter. The tool kit in this guideline contains three instruments for assessing
dialysis patients for cognitive impairment: the Montreal Cognitive Assessment Test, the Trail
Making Part B test and the Short Memory Questionnaire (does not require manual skills on the
part of the patient and uses reliable informant to assess cognitive ability).
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It is important for physicians treating patients with chronic kidney disease to identify cognitive
impairment because patients with moderate to severe impairment are likely to lack decision-
making capacity and be unable to meaningfully participate in shared decision-making. For those
patients without decision-making capacity, the physician should identify the patient’s legal agent
and involve him or her in decision-making, inciuding advance care planning. Because of the
progression of cognitive impairment over time, earlier and more frequent advance care planning
is recommended for the dialysis population.'® See recommendation #4 for additional discussion
of the process of ensuring that each patient has a legal agent who can make health care decisions
if the patient is unable to do so.

Informing Patients

Recommendation No. 2

We recommend that physicians should fully inform AKI, stage 4 and 5
chronic kidney disease (CKD) and ESRD patients about their diagnosis,
prognosis, and all treatment options.

These options include: 1) available dialysis modalities and kidney transplantation if applicable,
2) not starting dialysis and continuing medical management, 3) a time-limited trial of dialysis,
and 4) stopping dialysis and receiving end-of-life care. Choices among options should be made
by patients or, if patients lack decision-making capacity, their designated legal agents. Their
decisions should be informed and voluntary. The renal care team, in conjunction with the
primary care physician, shouid insure that the patient or legal agent understands the benefits and
burdens of dialysis and the consequences of not starting or stopping dialysis. Research studies
have identified a population of chronic kidney disease patients for whom the prognosis is
particularly poor. This population has been found to include patients with two or more of the
following characteristics: 1) elderly (defined by research studies identifying poor outcomes in
patients equal to or greater than 75 years), 2} patients with high comorbidity scores (e.g.,
modified Charlson comorbidity score equal to or greater than 8); 3) marked functionat
impairment (e.g., Kamofsky performance status score < 40); and 4) severe chronic ma!nutrition
(e.g., serum albumin level <2.5 g/dL using the bromcresol green method). Patients in this
population should be informed that dialysis may not confer a survival advantage or improve
functional status over medical management without dialysis and that dialysis entails significant
burdens which may detract from their quality of life.

Rationale

There is widespread consensus that ?atients with decision-making capacity should participate in
medical decisions if they so choose.'*?® Competent patients have an absolute ri ght to accept or
refuse medically indicated treatment. This recommendation is supported by the ethical principle
of respect for patient autonomy. Case law requires informed consent or refusal, and state and
federal statutes provide for advance directives as written legal documents to be used to make
decisions for patients when they lose decision-making capacity. Most states have health care
surrogate acts that provide for the selection and authority of a surrogate decision maker when the
patient lacks decision-making capacity and has not completed a written advance directive.
Treating physicians are ethically and legally obligated to insure that these decisions are well-
informed and documented. Observational studies show that patients infrequently think about
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end-of-life i issues) discuss them with family, friends, or the renal care team, or complete advance
directives.” ¥ (Level B Observational Evidence) Dialysis patients may discuss advance
directives more with their families than physicians, but 50 to 90% report no or inadequate
dlscussmns with health care professionals about therapeutic options including forgoing dialysis.”
1203031 {Level B Observational Evidence) Observationa! studies show most patients want
information about their medical conditions and many (75-90%), though not all, desire to
participate in care decisions,>*"**23237 (] eye| B Observational Evidence) A review of shared
decision-making in non-dialysis patient populations suggests that increased patient involvement
in decision-making can lead to more fully informed consent, shared responsibility for treatment
decisions, improved patient compliance, increased patient satisfaction, improved outcomes, and
an overall increase in the quality of care.”®

Elderly (equal to or greater than 75 years) patients with stage 4 or § CKD constitute a special
group for whom the informed consent process regarding initiation of dialysis requires special
consideration of the risk:benefit ratio. Because of the severe comorbidities, functional
impairment, and malnutrition of some elderly CKI) patients, research shows that nephrologists
should not take an “age neutral” approach to the management of CKD patients.*® On the other
hand, age alone should not constitute a contraindication to starting d1alg's is since comorbidity is
the single most important determinant of outcome in dialysis patients.*** Age and comorbidity
are additive in predicting dialysis patient survival. Thus, prior to placement of an arteriovenous
access or peritoneal dialysis catheter, elderly patients with stage 4 or 5 CKD and severe
comorbidities should be specifically informed that

1) dialysis may not confer a survival advantage;

2) patients with their level of iliness are more likely to die than live long enough to progress to
ESRD;

3) life on dialysis entails significant burdens which may detract from their quality of life;

4} it is likely that they may not experience any functional improvement with dialysis and that
they may undergo significant functional decline during the first year after dialysis initiation;**®

$) the burdens of dialysis include surgery for vascular or peritoneal access placement and
complications from the vascular access or peritoneal dialysis catheter; and

6) they may experience adverse physical symptoms on dialysis such as dizziness, fatigue, and
cramping, and a feeling of “unwellness™ after dialysis.

Further, patients need to be informed that there will be trave] time and expense to and from
dialysis, long hours spent on dialysis, and a reduction in the time available for physn::al
activity.***” Dialysis may entail an “unnecessary medicalization of death” resulting in invasive
tests, procedures, and hospitalizations.*®

In one study, elderly patients with significant comorbidity treated with dialysis as opposed to
medical management without diatysis were more than four times as likely to die in the hospital
as at home and Spent 47.5 percent of the days they survived either in the hospital or at the
dialysis clinic.*’ Such patients should be informed that medical management without dialysis is
an acceptable alternative that may better achieve patients’ goals of care. It is active treatment
which entails advance care planning, implementation of patients’ goals, and management of
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anemia, bone disease, fluid balance, acidosis, and blood pressure. Multiple studies report a
median survival ranging from 6.3 to 23.4 months for patients managed medically without
dialysis,***?

Box 1. Suggested Steps for Implementing Recommendation Nos. 1 and 2.

= [dentify provider(s) who will coordinate communication with the patient or lega! agent
and family (e.g., nephrologist in conjunction with the primary care provider for ESRD
patients or intensivists for AKI).

= Assess patient decision-making capacity and whether it is diminished by major
depression, encephalopathy, or other disorder (see tool kit section for helpful
instruments). Obtain psychiatric and/or neurological consultation as appropriate, and
institute treatment for conditions impairing decision-making capacity.

= Communicate diagnosis to patient (or legal agent) and family (if the patient agrees).

= Discuss prognosis based upon patient’s medical condition, comorbidities, functional
status, and age (see tool kit section for information about assessing functional status
and quality of life, and estimating prognosis).
= [dentify the patient’s wishes.
= Communicate options, taking advantage of educational resources, such as other
patients or videotapes and brochures.
= If the patient wants to forgo dialysis, determine why.
— Are the patient’s perceptions about dialysis accurate? Does the patient know what to
expect if dialysis is not started or discontinued?
— Does the patient really mean what he/she says or is the decision to refuse or stop
dialysis made to get attention, help, or control?

— Are there changes that might improve quality of life and would the patient be
willing to start or continue dialysis while the factors responsible for the patient’s
request are addressed?

— Are there persons (e.g., soctal worker, chaplain) with whom the patient would be
willing to discuss the decision?

(Also, see tool kit for NKF checklist on withdrawing dialysis.)
= Reach decision based on medical indications and patient’s preferences.

* Encourage patient to discuss end-of-life issues with others such as family, friends, or
spiritual advisors (see tool kit section for helpful questions to use).

= Refer for palliative care and hospice as appropriate.

Recommendation No. 3 (See Appendix for Tables and Figures)
We recommend that all patients with AKI, stage S CKD or ESRD receive

patient-specific estimates of prognosis.
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To facilitate informed decisions about starting dialysis for AKI, stage 5 CKD, or ESRD, all
patients should have their prognosis estimated, with the realization that the ability to predict
survival in the individual patient is limited. Depending on the setting, a primary care physician,
intensivist, or nephrologist who is familiar with estimating and communicating prognosis should
conduct these discussions (See recommendation #10 for communication strategies). For patients
with ESRD, the “surprise” question "Would I be surprised if this patient died in the next year?”
can be used together with known risk factors for poor prognosis: age, comorbidities, severe
malnutrition, and poor functional status, For patients with stage 5 CKD pre-dialysis, the estimate
of prognosis should be discussed with the patient or legal agent, patient’s family, and among the
medical team members to develop a consensus on the goals of care and whether dialysis or active
medical management without dialysis should be used to best achieve these goals. These
discussions should occur as early as possible in the course of the patient’s kidney discase and
continue as the kidney disease progresses. For ESRD patients on dialysis who experience major
complications that may substantially reduce survival or quality of life, it is appropriate to
reassess treatment goals, including consideration of withdrawal from dialysis.

Rationale

Acute Kidney Injury (AKI)
Effect of AKI on Prognosis and Decision-making

The nephrologist can play a critical role in determining the aggressiveness of care for patients
with AKI. AKI requiring renal replacement therapy provides a natural break point in the
escalation of care. Discussions regarding the patient’s ability to withstand dialytic therapy can
give family members a feeling that “everything” reasonable has been done to provide for the
recovery of the patient. Multipie prospective and retrospective studies have documented
intensive care unit {ICU} and in-hospital mortality rates of approximately 50 to 75% for patients
with AKI receiving dialysis.>"'® (Leve] A Prognostic Evidence) Medical and surgical patients
had roughly similar mortality rates in these studies. A recent meta-analysis demonstrated the
long-term morbidity and mortality after AKL'® The one retrospective study in bone marrow
transplant patients showed a mortality rate of 85% with AKI-requiring dialysis and variable
mortality risks depending on the type of bone marrow transplant.'® In a prospective study of
acute kidney injury cases requiring dialysis in an intensive care unit, life support withdrawal
occurred in many more AKI deaths (72%) than in intensive care unit patients who did not have
AKI (40-50%)." In one large intensive care unit study, AKI requiring dialysis was found often
to reflect the severity of underiying illness, impact overall survival negatively, and be associated
with more frequent withdrawal from life support.'® Recovery from AKI is low in patients
discharged to a long-term care hospital while still requiring dialysis. [n a study of 110 patients
with AKI requiring dialysis who were admitted to a long-term care hospital, only 30 percent
regained kidney function and were able to stop dialysis. Patients who did not recover renal
function were significantly older and had higher baseline creatinine levels.'?’

Prognosis Tools for Patients with AKI

Mortality progonosis can be quantified using routinely available measurement tools and scoring
systemsg, 50:98:100.101.108-131 Development of such measurement tools and prognostic scores has
involved various multivariate modeling techniques and testing of over 75 potential prognostic
variables. Variables most often independently associated with increased mortality have been

RPA Clinscal Praciice Cruideling 43



liver failure, mechanical ventilation, and muitiorgan failure, *****8¢-10L132Tyq retrospective
and three prospective studies, with sample sizes ranging from 100 to 500, have shown prognostic
models do not have better than 80 to 85% discriminating ability in identifying individual patients
with poor prognosis.** "

In dialysis-dependent patients with AKI, general scoring systems may underestimate mortality
risk.'?*1*5 Recognizing the inability to precisely predict individual prognosis, the Working Group
supported provision of gross estimates of prognosis based on the belief that this information
facilitates realjstic patient and family expectations and promotes informed decision-making.
Time-~limited trials of dialysis for AKI with goals and parameters to be assessed agreed upon in advance
atlow the physicians and family to determine if dialysis has benefited the patient and if dialysis
should be continued.

Recovery Rate from AKI

Collective studies are inconclusive regarding the rate of recovery from AKI. Several studies
report dialysis-free rates of aP7proximately 70% to 90% among survivors of AKI that required
renal replacement therapy.>°7-5861.6267.71.78-81.8586.99.136,137 (] oy e] B Prognostic and Observational
Evidence) Most of these studies were small, retrospective, and only followed patients to hospital
discharge. Two more recent clinical trials have shown widely disparate rates of recovery of
kidney function ranging from 75% to 95% at 2-3 months of follow up."*”'* Complete recovery
of kidney function to within 0.5 mg/dL. of baseline serum creatinine concentration at 28 days
after the initiation of renal replacement therapy was observed in fewer than 30% of patients
surviving an episode of severe AKI in one clinical trial.'® Adequate evidence regarding how
many patients recover normal function and how long it takes for them to recover function was
not found. In a study by Wald, the risk of developing ESRD after an episode of AKI requiring
dialysis was 2.63/100 person years, nearly tripte that of the control group (0.91/100 person years)
who did not have AKI.'*® (Figure 1 & Table 1). The Working Group recommmended that patients
with AKI who no longer require dialysis but who still have significant kidney dysfunction
continue to be followed by a renal care team. The follow-up-care should be individualized to the
patient’s needs and community resources. It may be provided by the patient’s primary care
physician in conjunction with & renal care team. The Working Group agreed that patients with
AKI of duration greater than two months have a strong likeiihood of ESRD. They should be told
that they have ESRD and counseled accordingly within six months and asked to repeat back this
information to ensure their understanding.

When Discussions of Prognosis Should Occur in Chronic Kidney Disease Patients

Although with some patients it is difficult to predict if their CKD will progress to ESRD, the
majority of patients have relatively slow disease progression allowing sufficient time for
counseling about treatment options. These counseling sessions should occur prior to the time that
dialysis is absolutely necessary. Furthermore, late referral to nephrology may prevent the
nephrologist from developing the therapeutic relationship needed to achieve a consensus
regarding the goals of care until gfter the patient starts dialysis. Several studies suggest that 40-
70% of patients with ESRD are either not referred to nephrologists prior to commencing dialysis
or have emergent first dialysis sessions (rather than electively planned first sessions) and/or are
using a venous catheter for dialysis access.’”'"'** Data from USRDS patients beginning dialysis
in 1996 showed 33% and 21% of patients were first seen by a nephrologist <3 months and < 1
month, respectively of beginning dialysis.'*® Recent Dialysis Qutcomes and Practice Patterns
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Study (DOPPS) data demonstrated a mortality hazard ratio of 0.65 for patients seen by a
nephrologist > i month prior to starting dialysis.'** The French Renal Epidemiology and Information
Network study'*® and others found negative conséquences of an unplanned start for dialysis,'*¢**®
(Leve! B Prognostic Evidence) [f the patient has already begun dialysis, a discussion about
prognosis during the Comprehensive Assessment Process and development of the Plan of Care
should begin as soon as the nephrologist and the other members of the renal care team determine
the patient and/or [egal agent can engage in meaningful conversation. With the patient’s consent,
the farnily should be encouraged to participate in the Plan of Care discussion. The occurrence of
sentinel events (see below) should also prompt further discussion of prognosis, values,
preferences, and treatment goals.

Special Prognostic Considerations for Stage 4 and 5 CKD

Recent studies have shed light on the poor prognosis of many CKD patients. Studies have
demonstrated that CKD patients are more likely to d1e than to reach dialysis, due to increasing
cardiovascular mortality with higher stages of CKD.*'*'* In one study, patients greater than
85 years of age had no baselme glomerular filtration rate at which they were more likely to
progress to dialysis than die.”® Studies of selected sicker CKD patients have usually
demonstrated a small survival benefit to d1al¥SIs versus active medical management without
dialysis but not uniformly so.*484%31:5215L152 (Tahle 93 In a study by Murtagh, patients greater
than 75 years of age wtth ischemic heart disease or greater than 1 comorbidity had no survival
benefit from dialysis.* (Figure 2) Likewise, in a study of patients with more comorbidities and
lower functional status who had been recommended a non-dialytic awnroach to management but
chose dialysis instead, no significant survival advantage was shown.” (Level B Observational
Evidence)

ESRD
Estimating Prognosis for Survival

Many studies report the effect of prognostic factors on survival for patients with ESRD on
dialysis, but most of these studies in large databases (United States Renal Data System, Dialysis
Outcomes and Practice Patterns Study) are investigating variables that may point to potentiaily
treatable causes of increased mortality. Furthermore the survival time frame is often >1 year. The
working group was interested in identifying patients with an estimated prognosis of less than or
equal to 12 months for the purpose of distinguishing patients who want to continue dialysis but
have a poor prognosis and who are more likely to benefit from a predominantly comfort and
Symptom management approach to care as opposed to patients who want an aggressive treatment
approach that focuses on prolonging life and optimizing function. This is not to say that pain and
symptom management and advance care planning are not important to patients receiving an
aggressive approach to treatment, but the point of the distinction is to identify patients for whom
the goals of care are focused on reducing suffering more than on prolonging life. Eventual
referral to hospice would be an appropriate near-term consideration for dialysis patients with a
poor prognosis. it is assumed that all potentially treatablé conditions have been addressed in
these patients, and that the factors causing the poor prognosis are not reversible.

Magnitude of risk conferred by individual risk factors can be estimated from existing data with
increasing numbers of risk factors conferring increasing risk. Comparison of relative risks or
hazards between studies in this literature poses a challenge. Diversity in studies includes both
retrospective and prospective data collection, wide variation in number of patients observed
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{anywhere from less than 20 to 150,000), and wide variation in data sources {single dialysis
facilities, multicenter studies, commercial dialysis chains, and regional and national registries).

Other sources of variation include the type of population enrolled in each study, length of follow-
up, and how deaths are designated. In the U.8. most, but not all, studies exclude the first 90 days
of dialysis and so exclude deaths and withdrawals within this same time frame. Some studies
enrol incident patients (patients who start dialysis in a defined time period) only while most
enrofl both prevalent (patients who are already being treated with dialysis for a variable amount
of time prior to the start of the study) and incident patients. Length of follow-up can be as short
as six months and as long as 20 or more years. Results from the studies may be reported
annualized or within the time frame of the observations. Withdrawal is not always reported as a
cause of death. On the CM8 2746 Death Notification form (revised in 2004), “withdrawal
yes/no” is a separate item from cause of death. [n addition uremia/withdrawal is listed as a cause
of death. In the United States annually about 25% of patients withdraw from dialysis before
death, and this number has been increasing over the past 10 years.' The rate of withdrawal
varies by age (higher in the elderly), ethnicity (lower in blacks) and geographic region, 4191
In a recent Dialysis OQutcomes and Practice Patterns Study in which withdrawal from diaiysis
was assessed in the first 120 days of starting dialysis (when the majority of withdrawals occur),
the predictors of early mortality were no longer valid after dialysis withdrawal deaths were
censored.'* This suggests that the very high early mortality in incident dialysis patients is not
“caused” by withdrawal, and that it is likely that many patients who die in the first few months of
dialysis had limited prospects for survival or quality of life benefit from dialysis.

Age is a powerful and consistent risk factor for death. For 1-year increments in age beginning
at age 18, there 1s a remarkable consistency of risk ratios (RR) between 1.03 and 1.040ra3 to
4% increase in death rate per additional year of age.'”*'®*(Level A Prognostic Evidence) The
effect of age is illustrated in Tables 3 and 4.""’ [n comparison to the U.S. population as a whole,
dialysis patients have remaining lifetimes that are on average only one-fourth as long as non-
dialysis patients of the same age and gender. Survival is significantly better in ESRD patients of
all age groups after renal transplantation. :

Although there has been a small but consistent decrease in mortality {in particular from
cardiovascular causes) in prevalent hemodialysis patients over the past 20 years (Figure 4 &
Figure 5) there has been little improvement in surviva! of incident patients in the first 6-12
months of dialysis.'® The 30-120 day mortality rates remain extraordinarily high particularly in
the elderly.'®® (Figure 5) In the first 3 months after starting dialysis mortality rates have risen
from 1993 to 2005.

Serum albumin levei, both at baseline and during the course of dialysis treatment, is a
consistent and strong predictor of death with multiple studies showing a statistically
significant relationship,'5»!55-158160.161,168,170-181 gLevel A Prognostic Evidence) The lower the
serum albumin level, the higher the risk of death.'*? (Figure 7) For example, an albumin of <3.0
grams per deciliter (g/dL) versus >4.0 g/dL confers a 4.4 times greater risk of early death.'” An
albumin level <3.5 g/dL is associated with one year mortality of approximately
50%. 96! 70 172176.183,184 (Leve! A Prognostic Evidence) A more recent large study from 2008 in
incident dialysis patients from 1995 to 2004 with CMS 2728 forms completed supports the
prognostic value of serum albumin. It demonstrates that serum albumin levels have declined over
time in the incident US ESRD population and confirms the previously reported-strong
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association with the first value after starting dialysis and mortality. With case-mix adjustment,
incident dialysis patients with an initial serum albumin less than 2.5 g/dL have an odds ratio of
dyingin 1 year more than 3 times greater than patients with a serum albumin equal to or greater
than 4 g/dL.'®

Apart from the serum albumin, other nutritional status markers are also powerful
predictors of survival, Numerous markers of nuatritional status have been studied:
“cachexia”(provider assessment, not further defined), “undernourished”( documentation in the
medical records of these words), obesity (based on information in the medical record from
between one month prior to the onset of ESRD to six weeks after the first treatment), body mass
index, su %ectwe global assessment of nutritional status (per the method of Baker and
Detsky),"*'® protein catabolic rate, skin fold thickness, and creatinine level, Cachexia, poor
subjective global assessment of nutritiona! status, and “undemourished” all convey a
significantly elevated risk of death. 160.164.165.168.181.158 {Level B Prognostic Evidence)

Recently the malnutrmon inflammatory complex syndrome (MICS) has been shown to predict
short-term mortality.'® (Tables 5 & 6) In one study, the MIS (malnutrition inflammation score),
Charlson Comorbidity Index, and C-reactwe protein (CRP) leve! were superior to the serum
albumin in predicting 12 month mortality.'® The MIS takes into account dry weight change in
the past 3-6 months, gastrointestinal symptoms/appetite, functional capacity, years on dialysis
and severe comorbidities (congestive heart failure, AIDS, severe coronary artery disease,
moderate to severe chronic obstructive pulmonary disease, metastatic cancer, and major
neurologic conditions), muscle wasting, loss of fat stores, body mass index, serum albumin, and
tota! iron binding capacity. Interleukin 6 and tumor necrosis factor were also measured, and
although correlated w1th mortality, in the multivariate analysis they did not add prognostic value
to the above factors.'®

Other laboratory values that correlate with malnutrition-inflammation and are 5‘predictors of short-
term mortality are low serum cholesterol and low serum tow phosphorus.**'® Vitamin D levels
and use of Vitamin D also have shown an association with mortality.'*®

High serum troponin,'*"'*? beta-natriuretic peptide (BNP),'™'% low blood pressure, use of a
venous catheter for dialysis access,'* and unplanned start of dialysis'* are also short-term
mortality predictors,

Poor functional status is hi hlg' !)redictive of early death (reiative risk ranges of 1.5 (o

3), 1 SHIBIE0LT0NTLAT4177,175,180,197-20 (Level A Prognostic Evidence) Fifteen of 16 studies reporting
functional status show worse functional status is associated with early death. In studies where
functional status and comorbidity are both measured, functional status sometimes displaces
comorbidity in the multivariate analyses. A potential expianation of this finding may be that
comorbidity measures are highly variable with regard to the manner in which they are defined
and may not always capture severity. Functional status captures the severity of disability the
patient is experiencing from whatever comorbid illness she or he may have. Measures of
functional status used m these studies include ability to ambulate g'es/no '60 183171204 1 i1d-severe
mobility unpamnent Kamofsky or mod:ﬁed Kamofsky scale,'3%174:177.180.198-200.203. it Gutman
functional status,'® Activities of Daily meg, 2% and the Medical Outcomes Study 36-item
Short Form (SF-36).*” Frailty scores also correlate with increased mortality.””” In most studies,
functional status was assessed by the health care providers rather than the patients, who may rate
their quality of life higher. The Karnofsky Performance Status scale is included in the Appendix.
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In particular the irability to transfer and falls are indicators of a poor prognosis.’” Dialysis in
nursing home residents is associated with a marked decline in functional status at | year (only 13
percent maintained baseline function) and a 58 percent mortality.® In another study of dialysis
patients age 80 years or older, the initiation of dialysis was found to be marked by functional loss
requiring community or private caregiver support or transfer to a nursing home in 30 percent of
patients by 6 months. At the end of a year, 22 percent of patients remained independent, 31
percent were supported, and 44 percent were dead.*

Comorbidity is the single most important determinant of outcome in ESRD patients on
dialysis.** Multiple comorbid illnesses are related to risk of death on dialysis. These have
been studied individually and aggregated into overall comorbidity scores. Unfortunately,
definitions of congestive heart failure, ischemic heart disease, cardiovascular disease, etc. vary
significantly from one study to the next. Despite these methodological shortcomings, comorbid
illness must be taken into account in counseling patients about their prognosis. Scorin$ systems
run the gamut from simply noting the presence of at least one comorbid iliness, #2100
grading the comorbidity burden, ** to using aggregations of ICD-9 codes from
hospitalizations.?'' One study specifically developed a severity of illness index for patients with
ESRD.*"" In all of these studies, having comorbid illness conferred higher risk although the
magnitude of relative risk varied widely 1.11 to 12.8.(Level A Prognostic Evidence). The
Charlson Comorbidity Index and modification of the Charlson Comorbidity Index for ESRD
have good predictive value (Level A Prognostic Evidence).?'*2"* In chronic dialysis patients, a
Charlson Comorbidity Index score of equal to or greater than 8 has been shown to be associated
with about a-50 percent one-year mortality.?*?

Numerous comorbid conditions have been studied for their effect on survival: diabetes,
congestive heart failure (CHF), coronary artery disease (CAD), peripheral vascular disease
(PVD), chronic obstructive pulmonary disease (COPD), and cancer. Diabetes conferred a
higher mortality risk in the majornity of cohorts in which it was

studied '53-155:160.162.164,167.173,176,178.188.198.199.202.216-221 (Level A Prognostic Evidence) Some studies
find diabetes’ significance diminishes when laboratory abnormalities are included in multivariate
models.'!"® A few studies have explored whether having Type 1 or Type 2 diabetes confers
more risk. After controlling for a%e at least two studies suggest that Type 1 DM confers a
significantly higher risk of death. 6166222 Most studies found CHF to be predictive of poorer
survival, with a relative risk anywhere from 14% to 84% higher than those without
CHF,153135167.168.170.223 (Level A Prognostic Evidence) Numerous different names and
definitions are used to describe the category of CAD (cardiovascular illness, angina, ischemic
heart disease, CAD, cardiovascular comorbidity, heart disease, and vascular disease). These
syndromes are inconsistently associated with increased mortality: seven studies showed no
significant impac:;tm":’s'm"l 5171202217219 514 14 studies showed an increased risk of anywhere
from 26% up to 780%.160,162.164-166.]63.1?0.l?I,l?9.|3[,183.188,198,220,224 (chel A Prognostic Evidence)
In 6 of 7 studies, PVD conveyed an increased risk of death between 11 and

862%. 3133 1601S81TLINGZY (] ove] A Prognostic Evidence) Cancer confers anywhere from 30 to
250% increased risk of death, ' 162164170.171.202203 (1 o] A Prognostic Evidence) The variability
probably relates to the type of cancer that is lumped together within this variable. COPD confers
an increased risk of 14 to 449 133155,161.167-171.173,223 (Level A Prognostic Evidence)

The most consistent comorbid factors that predict less than 12 month survival are New York
Heart Association class 4 heart failure, moderate to severe COPD, severe PVD, dementia, severe
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behavioral conditions, acquired immunodeficiency syndrome, and metastatic cancer. Quality of
life scores, depression, pruritus, and restless leg syndrome also correlate with poor outcomes.*?’
234

Predicting Who Will Die Within the First Year on Dialysis: Eleven articles!!#!44170.135-240

specifically address issues in predicting early mortality and a number of other articles give data
covering the first 90 to 180 days. In a prospective incident cohort, Barrett””® found that although
a scoring system using age and comorbidity did predict prognosis, no score cutoff point
combined high true-positive and iow false-positive rates for predicting early death. Barrett and
Chandna‘? concluded that trials of therapy may be a better idea than denying dialysis based on
these results. (Level A Prognostic Evidence)

Effect of Sentinel Events on Prognosis: A few studies have addressed the specific issue of risk
of death after intercurrent medical events while on dialysis. Two striking examples of events that
have very high post-event mortality in ESRD patients on dialysis are acute myocardial infarction
(AMI)* and above the knee amputation (AKA)!¥H1242 (Level A Prognostic Evidence). For
both of these events survival at one year is less than 50% (38 to 44% for AMI and 27% for
AKA). These events might be considered as reminders for discussions about end-of-life care and
the benefits and burdens of ongoing dialysis with patients and their families. A 2009 study
demonstrates the poor prognosis after strokes and pneumonia**** Survival after coronary
artery bypass surgery in ESRD is much worse than an aged-matched cohort, especially when
associated with PVD and CVA 2% Falls (and the number of falls) in the elderly is associated
with increased mortality.”®® Table 10 displays the ranges of risk estimates from these studies.

In the Dialysis Outcomes and Practice Patterns study database a number of sentinel
events were associated with withdrawal from dialysis: failure to thrive, gangrene, cancer,
dementia, stroke, amputation, pneumonia, CHF, myocardial infarction, and gastrointestinal
bleed >’

Summary risks and mathematical models: Recently there have been attempts to develo? and
test mathematical models for identifying ESRD patients with a poor short-term prognosis. 3% An
integrated prognostic model takes into account the clinician’s estimate of prognosis, laboratory
values, comorbidities,*"'#*#1236248-230 ohanses in comorbidity score over time,?*® functional
status/fragility, quality of life,?%* and possibly the patient’s prediction of prognc:)sis‘251 Two
recent studies have supported the value of this approach. The simple “surprise question” is a
strong indicator of 6-12 month mortality®’ (Figure 3}. Cohen and colleagues developed and
validated a mathematical model for estimating patient survival at 6 months which used the
surprise question, scrum albumin, age, and presence or absence of two comorbidities: dementia
and peripheral vascular disease. This model had a receiver operating curve (ROC) of 8222 Use
of large databases™ and results from multivariate analyses of various prognostic studies allow
comparison of the magnitude of effect between risk factors, Newer statistical methods such as
time-variate and additive damage models®™ ¢ have the potential to improve mortality risk
prediction. Couchoud and colleagues developed and validated @ mode! and scoring system from
the French database in incident dialysis patients to predict 6 month mortality.* Independent risk
factors were BMI<18.5, diabetes, CHF (stage 3,4), PVD (stage 3,4), unplanned dialysis,
inability to transfer, active malignancy, and severe behavioral disorder. A point score was
developed that predicted 6 month mortality with the intention to provide guidance for
recommending a palliative approach to care.*' (Tables 7 & 8)
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Using the Catalonian data base Mauri and colleagues developed and validated a 12-month
mortality model in incident patients based on age, sex, cause of kidney disease, physical
function, COPD, liver disease, cardiovascular disease , dialysis vascular access, malnutrition,
and malignancy.'* (Table 9)

Additional approaches to improving J:)rognostic modeling include changes to comorbidities and
severity of comorbidities over time,”® and a self-learning rules based model **’

These data and other studies suggest that it may be possible with further research to identify a
subset of elderly patients who will not benefit from starting dialysis. Dialysis in these patients
may be associated with significant morbidity, deterioration in functional capacity and quality of
life, and the shortest survival. A prognosis prediction tool that incorporates the surprise
question, age, comorbidities, and functional status is likely to be able to help identify these
patients. Once identified, the kidney care team should engage these patients and family/legal
agents in discussions of goals of care and end-of-life treatment preferences.

Box 2. Suggested Steps for Implementing Recommendation No. 3.

» Estimate prognosis based upon patient's age, functional status, medical condition,
inciuding comorbidity and recent sentinel events, and the “surprise” question. The
website hitp://nephron.com provides a calculator for use of the surprise question
response and other variables to estimate prognosis in dialysis patients. There is not
the same degree of precision of tools to estimate prognosis for patients with AKI.
Present the prognosis in a manner that is considerate of the patient’s emotional
condition, balance the patient’s desire for quality and quantity of life, and provide
reassurance that the physician has kept the patient’s best interest in mind. With the
patient’s permission, strongly encourage the patient’s legal agent/family to
participate in the discussion of prognosis and treatment options. See recommendation
#10 for suggested approaches to discussing prognosis, freatment options, and goals of
care with AKI, CKD, and ESRD patients.

Identify patient’s wishes and goals for treatment at onset of dialysis and again after
any irreversible change in medical condition.

* Reassess and communicate prognosis on at least an annual basis, and more often as
indicated by any major change in status.

For CKD and ESRD patients, during each annual Comprehensive Assessment and
Plan of Care discussion, communicate appropriate options based on the patient’s
condition, prognosis, and goals for care. Regardless of choice, palliative care should
be offered for pain and symptom management and advance care planning. Hospice
referral is appropriate for ESRD patients stopping dialysis.

* Provide recommendation to withhold/stop dialysis in patients who are not likely to
benefit

® [f conflicts arise in shared decision-making, consider palliative care or ethics
consultation (see recommendation #8).
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Facilitating Advance Care Planning

Recommendation No. 4

We recommend advance care planning.

The purpose of advance care pianning is to help the patient understand his/her condition, identify
his/her goals for care, and prepare for the decisions that may have to be made as the condition
progresses over time. For chronic dialysis patients, the interdisciplinary renal care team (see
glossary for definition of renal care team} should encourage patient-family discussion and
advance care planning and include advance care planning in the overall plan of care for each
individual patient. The renal care team should designate a person to be primarily responsible for
ensuring that advance care planning is offered to each patient. Patients with decision-making
capacity should be strongly encouraged to talk to their legal agents to ensure that the legal agent
knows the patient’s wishes and agrees to make decisions according to these wishes.

The renal care team should attempt to obtain written advance directives from all dialysis patients
and where legally accepted Physician Orders for Life-Sustaining Treatment (POLST), or similar
state-specific forms, should be completed as part of the advance care planning process. Ata
minimum, each dialysis patient should be asked to designate a legal agent in a state-specific
advance directive. Advance directives should be honored by dialysis centers, nephrologists, and
other nephrology clinicians except possibly in situations in which the advance directive requests
treatment contrary to the standard of care (see the recommendation on conflict resolution).

Rationale

Goals of care discussions are an inherent part of advance care planning and necessary prior to
completion of advance directives. Goals of care discussions for the AKI, CKD, and ESRD
patient, broadly defined, should be explicit about: 1) whether cure is feasible (where the main
aim will be achieving that cure), 2) whether life can realistically be extended with acceptable
functional capacity, 3) whether the principal goals of care in a patient who wants to start or
continue dialysis are life prolongation and comfort, and 4) whether the patient prefers a natural
death without life-sustaining treatment (active medicai management without dialysis-see the
glossary for an expanded explanation). The key times of transition are likely to include: 1) when
active medical management without dialysis is being considered in stage 5§ CKD; 2) preparation
for and transition onto dialysis; 3) clinical physical and/or cognitive deterioration despite
dialysis, associated with increasing dependency; and 4) consideration of withdrawal from
dialysis and likely referral to hospice.

Advance care planning is a patient-centered, comprehensive, ongoing discussion among care
providers and their patients and families (or the patient’s designated lega! agent) about values,
treatment preferences, decision-makers in the event of the patient’s incapacity, and goals of
care®”*% The advance care planniri g process includes communicating information to the patient
and family about the current clinical condition, prognosis, and treatment options within the
context of the patient’s values and goals which will ultimately guide medical decision-making.

Because one’s medical condition is a primary factor influencing treatment choices 2! advance
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care planning interactive discussions must be re-visited at critical points in a patient’s care or
whenever a patient or a legal agent wishes to revisit these issues.

Advance care planning is grounded in the ethical principle of respect for patient autonomy.
Multiple observational studies demonstrate many, though not all, patients want to communicate
about their future medical care and to discuss their preferences for care in the event they lose
decision-making capacity.>’3#3%32-31.362.263 ([ oyel A Observational Evidence) In observational
studies and opinion surveys, nephrologists report that patients’ and families’ preferences are very
important to them in decision-making,, but h!sicians may not know their patients’ preferences
or may incorrectly presume them ?'2>%12642% (] ave| B Observational Evidence) Few physicians,
nurses, and social workers on renal care teams discuss advance directives electively with
patients; most discussion appears prompted by a deterioration in the patient’s health status.
(Leve! C Observational Evidence). Patients and families generally assume physicians will
introduce advance care planning discussions and usually want these discussion to occur earlier in
the course of CKD than they typically do.>**¥ Advance care planning can facilitate the
completion of written advance directives, but the advance care planning process itself can
increase congruence between patient, family, and physician understanding and therefore improve
satisfaction and compliance with patient prcfve:raam:-e:s.2"'l Key components of advance care
planning (See Boxes 4 and 5) can provide a structure for the process. %27

266,267

Advance directives are a legal and ethical means for communicating patients’ preferences for
end-of-life care to legal agents, families, renal care teams, and others. They are a mechanism for
facilitating adherence to patients’ end-of-life wishes by legal agents and heaith care providers.
Advance directives flow from advance care planning and are an integral part of the process.
Proxy directives (formally naming a person to make decisions in the event the patient is unable
to make his or her own decisions) and instruction directives (e.g., living wills or do not
resuscitate documents) are examples of advance directives, Written advance directives are
always preferable to oral directives because they provide better legal protection. Some patients
may not prefer or refuse written directives. In such instances, it is acceptable to obtain an oral
statement with two witnesses present and to document the oral advance directive in the chart.
Patients who decide to forgo dialysis should be questioned-to be sure their reasons are
understood and informed of the implications of their decision. Since death from cardiac arrest as
a late complication of uremia is fikely, patient agreement to a do-not-resuscitate/do-not-intubate
order should be obtained in advance, and the patient’s legal agent should be part of the
discussion. Such directives and discussions will help to avoid situations in which patients lacking
written advance directives have their wishes overtidden by a legal agent later in their disease
course.

Studies show variability in how well patients understand and trust advance care documents.”*%™

(Level C Observationa! Evidence) Several observational studies show that while most patients
support the concept of advance directives, a minority actually complete them®’ 26-29.261-LE0R15276
(Level A Observational Evidence) and certain groups of patients and families (e.g., ethnic
minorities) are less likely than others to complete advance directives.””’

Several attempts have been made to increase the use of advance directives. The Patient Self-
Determination Act (PSDA),zS? effective in 1991, mandated that health care providers advise
patients of their rights to make health care decisions and to complete advance directives. The
PSDA was mandated for facilities such as hospitals and nursing homes, and not specifically for

RPA Chmeaf Practice Guidaline 54



free-standing dialysis units. In 2008, in the updated Conditions for Coverage for End-Stage
Renal Disease Facilities, dialysis units are required to inform dialysis patients about their right to
complete advance directives and the facility’s policy with regard to advance directives. Since the
PSDA, one study has shown the proportion of inpatients with advance directives has not
increased though documentation of their existence in the medical chart has increased from 6 to
35%.5% (Level C Observational Evidence) Having advance directives has been correlated with
having discussions with health care providers about life-sustaining therapies.>>® (Level C
Observational Evidence) Providing patients educational materiai about advance directives has
had variable impact on completion rates.>2227 (] sve| C Observational Evidence)
Physician counseling has been shown to increase frequency of specification of a health care
proxy in a geriatrics clinic, and an uncontrolied multidisciplinary intervention involving social
workers and volunteers stimulated 71% of frail elders to complete an advance directive, among
whom 96% specified a proxy.””® (Level C Observational Evidence). Efforts to increase the
completion of advance directives have generally failed, making encouragement of advance care
planning discussions among patients and families even more important. Patient-centered
advance care planning can be effective in promoting shared decision-making between patients
and their surrogates.””'

Surveys show physicians-in generat are willing to honor advance directives,”*?? but that
approximately a quarter express difficulty honoring directives when the directives conflict with
what they personally think is best for patients.m (Levet C Observational Evidence) A scenario-
based study of physicians at one academic center found that more specific preferences listed in
advance directives were more likely to be followed.?” (Level C Observational Evidence)
Seventy-three percent of the physicians said they would be willing to withhold resuscitation
based on a general advance directive, 84% based on a specific statement, and 100% if the
specific statement was supported by a prior discussion and a surrogate decision maker.
Unfortunately, a cohort study of advance directives showed advance directive documents rarely
contained specific information to guide care.?®® (Level C Observational Evidence). Use of the
Physician Orders for Life-Sustaining Treatment (POLST) has been adopted by multiple states
and regions (www.POLST.org) in response to inadequacies in general written advance
directives.®®’ Unlike living wills (instruction directives) or documents naming legal agents
(proxy directives), POLST forms are signed physician (in some states nurse practitioners are
authorized to sign) orders directing treatments based on patient choice. POLST forms are
especially appropriate for patients for whom the nephrologist would not be surprised if the
patient died in the next year. They have shown to be effective in honoring patients’ end-of-life
treatrnent preferences in part because they ensure continuity of orders for the patient across
treatment settings.”*> Where available, such documents are particufarly applicable to many, if not
most, CKD and dialysis patients and should be offered, completed, and honored.

Few studies have examined effects of advance care directives on clinical outcomes. A
retrospective study of 182 chronic hemodialysis patients who died found those who completed
advance directives were more likely to die in a planned, non-emergent fashion and to have a
greater sense of control.?”® (Level C Observational Evidence) Two randomized trials and a
prospective uncontrolled study have failed to demonstrate that advance care planning affects
clinical outcomes, while one observational study demonstrated advance directives can be widely
promulgated, successfully communicated to physicians, maintained in continuity across health
care venues, and guide care at end of life. Nearly all specified preferences were followed in this

RFA Clinical Praciice Guideline 55



latter small homogenous community study.”® (Level C Observational Evidence) One of the
randomized trials that involved 204 sick outpatients found no differences in health outcomes,
perceived weli-being, patient satisfaction or health care costs between patients randomized to
receive advance directive instruction versus those randomized to usual care.”* (Level B
Therapy/Prevention Evidence) A large multisite trial of 9,105 medically ill hospitalized patients
(including 204 in whom decisions to withhold dialysis were sometimes made) studied
interventions aimed at improving end-of-life decision-making and reducing the frequency of a
mechanically supported, painful, and prolonged process of dying.”*® (Level A
Therapy/Prevention Evidence) Interventions were designed to provide physicians with serial
prognostic information for their patients, provide physicians with patient and surrogate responses
to questions about preferences, and have specially trained nurses attempt to conduct advance care
planning. The study found the following: half of the physicians misunderstood patient’s
preferences to forgo CPR,; nearly half of DNR orders were written within two days of death;
approximately a third of patients who died spent at least ten days in an ICU; and half of
conscious patients who died reported moderate to severe pain at least half of the time prior to
death. The intervention failed to affect any of these factors. Retrospective analysis suggested the
desigzned intervention failed to stimulate physician-patient communication about end-~of-life
care.’*® A prospective uncontrolled study of written advance directives for nursing home patients
found that while most life-sustaining therapy was provided in a manner consistent with patient’s
or surrogate decision maker’s expressed preferences, there was no relationship between the
written advance directive and the care provided.” (Level C Observational Evidence) The study
also found that care in the nursing home was more likely to be in conflict with patients’ wishes
than care in the hospital, emphasizing the importance of transferring advance care planning
between health care venues. A retrospective study of advance care planning in peritoneal dialysis
patients in long-term care found that age and functional status strongly influenced plans not to
hospitalize and not to attempt resuscitation but such plans did not affect patient survival 2
Plans were established for nearly all the 109 patients in this study, and no patient with a do not
attempt resuscitation order underwent unwanted cardiopulmonary resuscitation.?*® Taken
together these studies show many aspects of end-of-life care, especially advance care planning,
need to be improved.

Several studies suggest that nephrologists may be able to enhance communication of patients’
preferences for end-of-life care by facilitating patient-family discussions of patients’ specific
treatment preferences and values regarding suffering. 2**?"“# The five key components in
advance care planning with ESRD patients include: facilitated ACP,*”? documentation of the
process and the patient’s preferences, timing of the discussion, involving the optimal systems
and processes for success, and assessing the process through quality improvement.”” Patient
participation is essential, as is the involvement of individuals identified by the patient as central
to the process. Alr.hou%h seatients and families expect physicians to'gaise the issues involved in
advance care planning,”***7°2™ other dialysis unit personnel such as social workers, nurses, or
peer counselors, may be integral to the process.

Box 3. Suggested Steps for Implementing Recommendation No. 4,

* Assess decision-making capacity (see Tool Kit).
* Include advance care nlanning in the Comprehensive Assessment and Plan of Care for cach individual
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patient

* Inform dialysis patient of his/her right to complete an advance directive and of the dialysis facility's
policy with regard to advance directives as required by the 2008 Conditions for Coverage

» Encourage patient-centered advance care planning among patients and families; raise the issue of
advance care planning with each patient at the initiation of dialysis {earlier is preferred) and on at least
a yearly basis. Hospitalizations and/or significant changes in medical, physical, or functional status
should prompt reconsideration of advance care planning

Discuss advance car¢ planning by asking:

- [fyou become unable 10 make decisions for yourself, whom do you want to make decisions for you?

- If you had to choose between being kept alive as long as possible regardless of personal suffering or
living a shorter time to avoid suffering which would you choose?

— Under what circumstances, if any, would you want to stop dialysis?
— If your heart stops beating or You stop breathing, would you want to allow a natural death?

~ Under what circumstances, if any, would you not want fo be kept alive with medical means such as
cardiopulmonary resuscitation, a feeding tube, or mechanical ventilation?

* —Where do you prefer to die and who do you wish to be with you when you die?
Determine whether the patient hag an appointed legal agent through a written advance directive.

If the patient lacks decision-making capacity and has not completed an advence directive, arrange for
or initiate the process for appointment of a surrogate according to state law.

= Encourage patients lo be speci fic about their preferences with legat agent, family, friends, and
providers.

* Document provider's discussion and understanding of patient’s preferences, show the paticnt the
documentation, and offer to assist the patient in documenting the patient's agreement or modification
of the documentation. Where available, complete a Physician Orders for Life-Sustaining Treatment
(POLSTY) or similar form to translate patients” wishes into medical orders (see www.polst.org)

Place a copy of advance directives, do not resuscitate order card, and/or POLST form in multiple
medical records as appropriate, including dialysis facility, commonly attended clinics, hospital, and
nursing home.

Encourage the patient, family and/or legal agent to carty a current copy of the patient’s advance
directive, do not resuscitate order card, and/or POLST form whenever traveling or being admitted for
overnight medical care.

Box 4. Desired Qutcomes for Advance Care Planning for CKI? and ESRD
Patien ts259-260.270.272,242
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Enhance patient and family understanding about their iltness and end-of-life issues, including
prognosis and likely outcomes of alternative plans of care

Define the particuiar patient’s key priorities in end-of-life care and develop a care plan that
addresses these issues and identifies the patient’s overall goals of care

Enhance patient autonomy by shaping future clinical care to fit the patient’s preferences and
values

Improve the process of health care decision-making generally, including 1) patient and family
satisfaction with the advance care planning process, 2) health care provider understanding of
advance care planning and advance directives, and 3} provider comfort In participating in advance
care planning

Help patients find hope and meaning in life and achieve a sense of spiritual peace

Explore ways to ease the emotional and financial burdens borne by patients and families

Strengthen relationships with loved ones

Making a Decision to Initiate or Discontinue Dialysis

Recommendation No. 5*

it is appropriate to forgo (withhold initiation or withdraw ongoing) dialysis

for patients with AKI, CKD, or ESRD in certain, well-defined situations.

These situations include the following:

Patients with decision-making capacity, who being fully informed and making voluntary choices,
refuse dialysis or request that dialysis be discontinued

Patients who no longer possess decision-making capacity who have previously indicated refusal
of dialysis in an oral or written advance directive

Patients who no longer possess decision-making capacity and whose properly appointed legal
agents/surrogates refuse dialysis or request that it be discontinued

Patients with irreversible, profound neurological impairment such that they lack signs of thought,
sensation, purposeful behavior, and awareness of self and environment

*Medical management incorporating palliative care is an integral part of the decision to forgo
dialysis in AK1, CKD, or ESRD, and attention to patient comfort and quality of life while dying
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should be addressed directly or managed by palliative care consultation and referral to a hospice
program (see recommendation #9).

Rationale
The legal and ethical principles supporting this recommendation include informed refusal,
respect for patient autonomy, beneficence, non-maleficence, justice, and professional integrity.
In both state and federal case {aw and by federal statute (PSDA), compeient patients have an
absolute right to accept or refuse medically indicated treatment. Authoritative psychiatry and
nephrology opinion supports the notion that patients in the general nephrology setting who
choose to forgo dialysis are neither psychopathological nor suicidal even though depression may
be present.” Relevant observational evidence is limited but suggests that withdrawal is
common, with rates ranging from 17% to 50% of deaths in different dialysis populations.
(Level C Observational Evidence) However, often patients have neither discussed their
references with family or renal care team members nor completed written advance directives.”
7253 (] gvel B Observational Evidence) A few studies suggest that patients with decision-
making capacity most often initiate the discussion of withdrawal of dialysis themselves and that
physicians most often raise the issue for patients without decision-making capacity.”]'m‘m
(Level C Observational Evidence) There is also evidence that patients often expect medical staff
to initiate these discussions and that staff are reluctant often because of a lack of experience,
either professional or personal, with end-oflife discussion 242%376.2%

291-294

The evidence regarding patients’ preferences for continuing or discontinuing dialysis in the event
of certain health states is based on studies using hypothetical vignettes. This evidence
demonstrates some variability in hypothetical preferences among patients, with approximately 50
to 85% saying they would want to stop dialysis in conditions of severe permanent neurologic
impairment such as severe dementia or permanent coma.” %% (] eve| C Obsefvational
Evidence) Evidence is lacking regarding agreement between what patients say they would prefer
hypothetically and what they actually do. Surveys and observational studies show nephrologists
may be inconsistent and variable in their withdrawal practices. Prominent factors that they have
reported affect their withdrawal decisions include patient’s neurological and physical functional
status, comorbidities, family wishes, and ::\gve:.l"23 53265295299 (Level C Observational Evidence)
More recent evidence suggests that depression, as measured using survey and questionnaire
methods, is associated with forgoing dialgzsis, although it is uncertain whether this depression is
causative or a concomitant phenomenon.”®*"! Previous studies have found that diabetes, severe
pain, lack of a significant partner, Caucasian race, female gender, nursing home residence, and
terminal iliness are associated with withdrawal from dialysis, 22:%65276:291-293.295.297.289.302.303 1 oy e
C Observational Evidence) More recent evidence suggests that inadequately treated pain may be
an important concomitant of depression and independently predict withdrawat decisions. >’
(Level C Observational Evidence) Data on withholding of dialysis is limited. Information on
withholding can be inferred from studies of referral practices. Of six relevant studies on dialysis
referral, one large prospective cohort study indicates that the withholding rate for AKI is
substantial (29%) and that increasing age and dementia were independent predictors of
withholding in multivariate analyses adjusting for confounders.”' (Level B Observational
Evidence) Two retrospective cohort studies and two studies using cross-sectional surveys
suggest that withholding in ESRD increases with age (1 5% to 83% over age strata from 16 to
>70 years old), and may be higher in women.?*?7%°%43% (1 eye] C Observational and Pro gnostic
Evidence) These studies also suggest that cultural or financial contexts may influence
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physicians’ rates of initiating dialysis. A large Canadian survey study suggests that family
practitioners and internists consider the following in their decisions on whom to refer for
dialysis: age, serum creatinine level, mental and psychiatric status, distance from dialysis center,
overcrowding of dialysis centers, and comorbid illnesses.*® (Level C Observational Evidence)
Over half of the Canadian physicians felt rationing should be based on patient wishes, cognitive
status, life expectancy, quality of life, age, and long-term institutionalization.

The ethical principles of beneficence and nonmaleficence allow and support a jud %ment that, in
certain conditions, dialysis does not offer a reasonable expectation of benefit.**’*% The request
of patients with a poor prognosis or their legal agents for dialysis should be considered within the
framework of goals for care. Dialysis might allow additional time deemed of acceptable quality
by the patient while at the same time there is agreement that aggressive end-of-life therapy wil!
not be pursued; however this consideration must be balanced against continuing treatment that
violates the ethical principle of professional integrity when the burdens of dialysis substantially
outweigh the benefits.**”"! The renal team should be sensitive to patient goals and individual
circumstances. For example, a person with a terminal illness may desire to have dialysis to help
them live long enough for a special family event (e.g., the pending birth of a grandchild) or to
participate in the ongoing family life in a way which is personally meaningful and in which the
family participates directly in the care of the patient (e.g. home peritoneal dialysis). There are
some anecdotal examples in which dialysis enables unexpected survival with subjectively
acceptable quality of life for some functionally dependent elderly patients, patients with chronic
cardiac or liver disease, or patients with terminal iflness. An innovative alternative, a “No
Dialysis Clinic” has been described in Great Britain in which patients with CKID> who so chose
are managed for the duration of their survival — even in this setting there are still some patients
who ultimately opt for a short course of dialysis before they die.” In the acute hospital setting,
review of hospital death experience suggests that advance directives often do not focus
sufficiently on palliative measures when treatment is withdrawn.>'?> Nonetheless, family
satisfaction ¢an be favorably influenced by more discussion concerning genera! prognosis and
comfort measures, even if these discussions prolong the process and even when terminal
extubation is ultimately chosen.'*"*"

Generally, “terminal illness” for the purposes of hospice referral is defined as a life expectancy
of less than or equal to 6 months if the disease process takes its normal course. AKI, CKD, or
ESRD patients with non-kidney terminal illness include those with end-stage liver, heart, or lung
disease who are deemed inappropriate organ transplantation candidates. Non-kidney terminal
illnesses which AKI, CKID, or ESRD patients may have include end-stage cirrhosis with
hepatorenal syndrome, severe congestive heart failure, widely metastatic cancer unresponsive to
chemotherapy, end-stage puimonary disease, end-stage acquired immunodeficiency syndrome,
bone marrow transplant recipients with multiorgan failure, and advanced neurodegenerative
diseases, Such conditions affect the survival of patients requiring renal replacement
therapy.5*$*7 7112 (7 evel A Prognostic Evidence) The survival for patients with intact kidney
function and such selected terminal comorbid conditions may be estimated. When the expected
survival for patients with a specific terminal illness but intact kidney function is estimated to be
less than six months, it is logical to conclude that dialysis for patients with AKI, CKD, or ESRD
and one or more of the above conditions is unlikely to extend survival beyond six months.

Another situation where dialysis may be considered medically inappropriate is a patient with
permanent inability to purposefully relate to others. This is defined as being unable to recognize
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familiar persons, lacking orientation to self, place, and time, and the absence of higher cognitive
functioning. All forms of severe irreversible dementia and permanent vegetative states fulfill this
definition.

Recommendation No. 6

It is reasonable to consider forgoing dialysis for AKI, CKD, or ESRD patients
who have a very poor prognosis or for whom dialysis cannot be provided
safely.

Included in these categories of patients are the following:

Those whose medical condition precludes the technical process of dialysis because the patient is
unable to cooperate {€.g., advanced dementia patient who pulis out dialysis needles) or
because the patient’s condition is too unstable (e.g., profound hypotension)

Those who have a terminal iliness from non-rena!l causes (acknowledging that some in this
condition may perceive benefit from and choose dialysis)

Those with stage 5 CKD over the age of 75 who meet two or more of the following statistically
significant very poor prognosis criteria (see recommendations no. 2 and 3): 1) clinicians’
response of “No, I would not be surprised” to the surprise question; 2) high comorbidity
score; 3) significantly impaired functional status such as Karnofsky Performance Status score
less than 40, and 4) severe chronic malnutrition (serum albumin <2.5 g/dL using the
bromcresol green method).

Rationaje

The ethical principles of beneficence and nonmaleficence allow and support a 'ud%ment that, in
certain conditions, dialysis does not offer a reasonable expectation of benefit."** Patients with
advanced cognitive impairment who are unable to cooperate with the diaiysis process may be
harmful to themselves, other patients, and personnel in the dialysis unit and may create an unsafe
working environment.i” Examples of patients who might be in this category inctude those who
are unsafe despite physical or chemica! restraints or a sitter during dialysis. The Working Group,
however, feit that the renal team should be sensitive to patient goals and individual
circumstances. For example, a person with a terminal illness may desire to have dialysis to help
them live tong enough for a special family event (e.g., the pending birth of a grandchild). If there
is conflict with regard to the appropriateness of dialysis of a patient described by
recommendation no. 7, then conflict resolution is recommended (see recommendation no. 9).

There is increasing evidence that elderly patients with stage 5 CKD and high comorbidity scores,
significant functional impairment, and severe malnutrition may not benefit from dialysis in terms
of increased survival or improved quality of life. See “Special Considerations for Stage 4 and 5
CKD"” in the rationale for recommendation #3 for a discussion of these studies and findings.
Palliative care consultation for such patients may assist with comprehensive goals of care
discussions and explicit expressions of the patients’ treatment preferences for their present
condition and in the future when there are changes in their condition.

Resolving Conflicts about What Dialysis Decisions to Make
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Recommendation No. 7

For patients requiring dialysis, but who have an uncertain prognosis, or for
whom a consensus cannot be reached about providing dialysis, we recommend
the consideration of a time-limited trial of dialysis.

If a time-limited trial of dialysis is conducted, the nephrologist, the patient, the patient’s legal
agent, and the patient’s family (with the patient's permission to participate in decision-making)
should agree in advance on the length of the trial and parameters to be assessed during and at the
completion of the time-limited trial to determine if dialysis has benefited the patient and if
dialysis should be continued.

Rationale

Experts recommend time-limited trials of life-sustaining treatment such as dialysis in situations
when the benefit {o the patient is uncertain. The patient’s clinical course during the period of
time-limited dialysis may provide patients and families with a better understanding of dialysis
and its benefits and burdens and may provide the renal care team with a more informed
assessment of the likelihood of the benefits of dialysis outweighin% its burdens. In this way,
time-limited trials may promote informed shared decision-making.'®*'**'® For example, a
patient who is uncertain about his/her quality of life on dialysis may benefit from a time-limited
trial. No research data regarding outcomes of time-limited trials of dialysis was found. The exact
time period for the trial may be made on a case-by-case basis. For patients with AKI, time
periods of several days to two weeks may be reasonable; for patients with ESRD, time periods of
one to three months are reasonabie. If there is uncertainty about the ability of a patient to
cooperate with dialysis, the patient should be considered for a time-limited trial of dighysis before
it is withheld. In one study, nephrologists who reported they were very well prepared to
participate in end-of-life decision-making with dialysis patients were more likely to use time-
limited trials than those who reported a lower level of preparedness.®'” In addition, nephrologists
who reported they were very well prepared to participate in end-of-life dialysis decision-making
were more likely to be aware of the first edition of this clinical practice guideline.

Recommendation No, 8

We recommend a systematic due process approach for conflict resolution if
there is disagreement about what decision should be made with regard to
dialysis (Figure 8).

Conflicts may occur between the patient/ legal agent and the renal care team about whether
dialysis wil! benefit the patient. Conflicts may also occur within the renal care team or between
the renal care team and other health care providers. In sitting down and talking with the
patient/legal agent, the nephrologist should try to understand their views, provide data to support
his/her recommendation, and correct misunderstandings. In the process of shared decision-
making, the following potential sources of conflict have been recognized: 1) miscommunication
or misunderstanding about progrosis, 2) infrapersonal or interpersonal issues, or 3) special
values. If dialysis is indicated emergently, it should be provided while pursuing conflict
resolution, provided the patient or legai agent requests it.
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Rationale

The ethical principles of beneficence, justice, nonmaleficence, and respect for patient autonomy
support this recommendation. Disagreement regarding initiating or continuing dialysis may
occur among the patient or legal agent, family members, renal care team, and/or other health care
providers {e.g., intensivists and primary care physicians). Observational evidence about
disagreements su&gests that patients’ or legal agents’ wishes are usually, but not always,
honored. 23327318 (1 evel C Observational Evidence) When the clinician determines that, based
on the medical evidence, the burdens of dialysis substantially outweigh the benefits, he/she
should meet with patient/legal agent and present the factors that indicate a poor outcome with
dialysis. The aim is to reach agreement about the goals of care. If agreement is not reached on
the course of care, then conflict resolution using the due process approach in Figure 8 should be
initiated, and an ethics consultation shoutd be considered. *'® A single study indicates that
nephrology nurses sometimes disagree with nephrologists’ decisions to continue dialysis. In this
study, nurses perceived such disagreements as ethical conflicts, had no formal structure for
raising and resolving the issue, and felt unable to resolve their dilemma.” (Level C
Observational Evidence) If it is felt by the renal care team or the patient that an extramural ethics
committee or consultant has more expertise, the renal care team or patient should feel free to
consult them. There are no controlled studies of the outcomes of ethics consultation for dialysis
patients, but the medical literature documents the benefits of ethics consultation in situations
similar to dialysis in which the use of a life-sustaining treatment is at issue. Ethics consuitants
and committees possess knowledge and skills in ethics, law, interpersonal communication, and
conflict resolution. Ethics consultations have been found to be helapful by physicians in clarifying
ethical issues in patient care and assisting in patient management.””>*%¢ (Level B Observational
Evidence) In contrast to 1990, a survey of nephrologists in 2005 indicated that a majority of

nephrologists use ethics committees to assist with decision-making in challenging situations.*?’

Conflict may also occur when a patient with decision-making capacity refuses to start or
continue dialysis that the physician believes is or will be beneficial. In such circumstances it is
important to ensure that the decision to refuse recommended dialysis is based on good
information and consistent with the patient’s values and goals. Nephrologists are required by
ethics and the law to respect the informed decision of a patient with decision-making capacity
who chooses to refuse dialysis. See recommendation no. 5 for further discussion of this issue. If
there are nephrologists who are unwilling to respect such a decision, then the nephrologist should
transfer the patient’s care to another physician.

Figure 8: Systematic Approach to Resolving Conflict between Patient and Kidney Care
Team,
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Box 5, Suggested Steps for Implementing Recommendation No. 8.

* Extended conversation for either request for dialysis when not recommended or refusal of dialysis

when recommended

= W hy does the patient or legal agent desire dialysis when it is not recommended by the renal care
team?

*» Do ¢s the nephrologist misunderstand the patient’s or legal agent's reasons for requesting dialysis?

* Do es the patient or legal agent misunderstand the diagnosis, prognosis, and treatment alternatives
and why dialysis is not recommended?

= W hy does the patient ot legal agent refuse dialysis when it is recommended by the renal care team?

® 15 the patient’s refusal of recommended dialysis based on an accurate understanding of the likely
benef its of dialysis?

= s the patient’s refusal of recommended dialysis consisient with the patient’s values and goals?

= Do es the nephrologist understand the psychosocial, cultural, or spiritzal concemns and values the
patient or legal agent has?

* Has the nephrologist consulted a psychologist, social worker, or ¢haplain for assistance in fully
understanding the concerns of the patient or legal agent/family? Have strategies in the Decreasing
Provider Patient Conflict project been used as appropriate?

{htip://esrd.aclark. net/special -projects/copy_of DPPCProviderManual.pdf}

For circumstances in which the patient/legal agent requests dialysis when it is not recommended, the
following process may be heipful to resolve the conflict:

= Consultation with other physicians

* Do other physicians agree or disagree with the attending physician’s recommendation to withhold or
withdraw dialysis?

= 1 5 the request for dialysis by the patient or legal agent medically appropriate?

= Consultation with an ethics committee or ¢thics consultants.

= Has the patient or legal agent been informed that the purpose of the ethics consult is to clarify issues
of disagreement, and ideally, to ¢nable resolution?

= Has the patient or legal agent met with the ethics committee or ethics consultants to expiain their
perspective and reasoning behind their request for dialysis?

= C an the cthics committee identify the reasons why the paticnt or legal agent is resistant to the
physician’s recommendation to forgo dialysis?

»  an the ethics committes identify the reasons why the health care provider is resistant to the
patient’s or legal agent’s desire to begin or continue dialysis?

= Has the ethics commitiee eXplained in understandable terms to the patient or legal agent its
conclusions and the reasoning behind them?

® C an the impasse be resolved with accommodation, negotiation, mediation, or a time-limited trial of
dialysis?
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« Documentation
* T he physician must document the medical facts and his/her reasons for the recommendation to forgo
dialysis and the decision not to agree 10 the request by the patient or legal agent.
* The consultants should also document their assessment of the patient’s diagnosis, prognosis, and
their recommendations in the chart.
* Aftempt to transfer the patient's care

« | f reconciliation is not achieved through the above procedure and the physician in good conscience
cannot agree to the patient or legal agent’s request, the physician may ethically and legally attempt
to transfer the care of the patient to another physician.

* Ano ther physician and/or institution may not be found who is willing to accept the patient under the
terms of the family’s request. Physicians and institutions that refuse to accept the patient in transfer
and their reasons should also be documented in the medical record.

*  Consider consultation with a mediator, extramural ethics committee, or the ESRID Network in the
region.

Request regional ESRD network to assist with arranging dialysis.

Notification of the patient, lega! agent, and/or family

* | fno other physician or institution can be found in the community or region by the treating
nephrelogist to provide dialysis as requested, the physician may inform the patient or legal agent
that the nephroiogist will cancel the patient's dialysis orders and the dialysis center will no longer
provide dialysis ta the patien!. The nephrologist is obligated to give the patient sufficient advance
notice and the names and addresses of other nephrologists and other dialysis facilities in the area.

The options of filing & grievance with the ESRD network (chronic patients only) or seeking legal or
regulatory recourSe by the patient or legal agent should be communicated.

Providing Effective Palliative Care

Recommendation No, 9

Palliative care services and interventions should be offered to all AKI, CKD,
and ESRD patients who suffer from burdens of their disease in an effort to

improve patient-centered cutcomes.

These services are appropriate for people who chose to undergo or remain on dialysis and for those who
choose not to start or continue dialysis. With the patient’s consent, a multi-professional team with
expertise in renal paliiative care--including nephrology professionals, family or community-
based professionals, and specialist hospice or palliative care providers—-should be involved in
managing the physical, psychological, social, and spiritual aspects of treatment for these patients,
including end-of-life care. Physical and psychological symptoms should be routinely and
regularly assessed and actively managed. The professionals providing treatment should receive
training in assessment and management of symptoms and in advanced communication skills.
Patients should be offered the option of dying where they prefer, including at home with hospice
care, provided there is sufficient and appropriate support to enable this option. Support should
also be offered to patients® families, including bereavement support where appropriate. Dialysis
patients for whom the goals of care are primarily comfort should have quality measures distinct
from patients for whom the goals of therapy are aggressive life prolongation with optimization of
functional capacity.
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Rationale

The evidence shows that although patients and families place a high priority on good symptom
control and preparation for death, both patients and professionals find it difficult to address these
concerns, including end-of-life issues. Nephrologists’ identification, assessment and
management of symptoms is poor,m and many symptoms (such as pain) are under-recognised
and under-treated.*****® Nephrology professionals also find it challenging to help patients
engage with end-of-life issues.””' In addition, patients doing less well on dialysis often find it
difficult to make sense of what they perceive as ‘not quite living’ while on dialysis and struggle
with issues raised by the use of dialysis and the prolongation of poorer quality life.*>' To some
extent, nephrology staff recognize the need for symptom control and the importance of
psychosocial aspects of care, but implementation of these aspects of care are perceived to be
difficult.**?

Kidney patients have considerable and complex healthcare needs towards the end of life. There
is growing evidence of a high physical and psychological symptom burden among dialysis
patients >33 especially among those with multiple co-morbidities.*** Those who opt for
active medical management without dialysis**® or dialysis withdrawal®™ have similarly high
symptom burden, and need pro-active management.>*® While dying is Peaceful and symptom-
free for some, others experience considerable uncontrolled symptoms.”!

There is some early evidence as to how these needs are best addressed. In general, the complex
needs of those dialysis patients with palliative goals of care are best addressed through the
coitaboration of nephrology professionals with family/community-based professionals and
hospice or palliative care providers.****> Who actually provides care may be determined by the
strengths of local service programs, but the approach is characterized by:

1} holistic and patient-centered care;

2) multi-disciplinary professional collaboration to provide this care;

3} high quality, skilled communication, and sensitive advance care planning;

4) addressing needs across the physical, psychological, social and spiritual domains of care;
and

5) consideration of family needs, including bereavement support

There is evidence that hospice is underutilized for dialysis patients, especially for those who
withdraw from dialysis and that those dialysis patients who use hospice are more likely to die at
home and spend less time in an acute hospital care.”** At home, symptoms may be more easily
recognized and communicated.>**

There are specific interventions that can be used for CKD and ESRD patients. Tools have been
developed which can effectively measure symptoms*****® and quality of 1ife** toward the end of
life, although there is limited validation as )/et in populations with ESRD. Pharmacological
interventions for pain®*** and depression’® have béen identified as useful >*' In particular,
using the WHO analgesic ladder to treat pain has been shown to be effective for kidney

patients, 4352353

Although there is growing evidence relating to those on dialysis, there is an urgent need for
further research to clarify which stage 5 CKD patients will do besf with active medical
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management without dialysis. In the United Kingdom, older age, higher co-morbidity, and
poorer functional status are associated with the recommendation for active medical management
without dialysis.”*

There is a need to define appropriate quality measures for patients whose main goal for dialysis is comfort
as opposed to rehabilitation and optimization of function. Care delivered to dialysis patients whose
goals of care are focused on minimizing the burdens of treatment should be evaluated by quality
measures such as documented discussion of patient’s prognosis, designation of a legal agent,
pain and symptom assessment and management, documentation of an end-of-life care plan
including patients’ preferences regarding life-sustaining treatments and preferred site of death,
and timely referral to hospice. Quality care measures used for dialysis patients in whom the goals
of care are aggressive therapy with optimization of function such as dialysis adequacy, anemia
and bone disease management, patient survival, and vascular access type and function (for
hemodialysis patients only) are inappropriate for dialysis patients for whom the goals are
maximizing comfort and minimizing procedures and hospitalizations. Furthermore, dialysis
patients with a poor prognosis who have chosen dialysis with a goal of maximizing comfort
should not be included in the calculations of dialysis unit-specific standardized mortaiity ratios
and quality measures for dialysis patients seeking aggressive therapy and rehabilitation to avoid
misrepresentations of the quality of dialysis unit care on public reporting sites. Current practices
of aggregating all dialysis patients regardless of their goals of care in quality measures
discourages the appropriate setting and honoring of different expectations and goals of dialysis
patients.
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Box 6: Recommendations for end-of-life care practices in chronic kidney disease*™*

1. Identify patients who would benefit from palliative care interventions

a. Those who are being managed medically, i.e., a GFR £ 15m{/min/1.73mz with no

dialysis.

b. High risk of death within the next year, Consider using an integrated prognostic mode! and/or the
surprise question, “Would I be surprised if this patient died in the next year?”

2. Screen for and manage pain and other physical symptoms routinely.

a. A simple tool such as the Edmenton Symptom Assessment Scale (ESAS) is appropriate and
has been vatidated in CKD.

3. Screen for and manage emotional, psychosocial and spiritual distress; refer to allied health
professionals as appropriate.

a. The ESAS is also appropriate for screening for anxiety and depression.

b. A simple question such as “Do you have any spiritual needs or concerns that your health
care providers may help address?? may be appropriate for screening for spiritual distress

4. Assess patients’ desire for prognostic information

5. Enhance pre-dialysis education

a. Educate regarding active medical management without dialysis option as appropriate

b. Education should include available palliative care and hospice services

6. Provide routine advance care planning (ACP) as described in recommendation no. 5

a. Ensure patients and families are aware of the relevance of these discussions (i.e., have an
understanding of their overall health state and prognosis)

b. Consider initiating ACP at the time that patients are being educated with respect to

renal replacement options.

¢. Include discussions of patients’ goals of care, health states that the patient would no longer
want dialysis, and preferred location of death.

d. Establish a surrogate decision-maker

e. Ensure that family and other important people (as identified by the patient) are present for

these discussions, especially the surrogate decision-maker,

Recommendation No. 10
We recommend a systematic approach for communication about diagnosis,
prognosis, treatment options, and goals of care.
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Good communication improves patients’ adjustment to illness, increases adherence to treatment,
and results in higher patient and family satisfaction with care. Patients appreciate sensitive
delivery of information about their prognosis and the ability to balance reality while maintaining
hope. In communicating with patients, the critical task for clinicians is to integrate complicated
biomedical facts and conditions with emotional, social, and spiritual realities that are equally
complex but not well described in the language of medicine. This information must be
communicated in a way that patients, legal agents, and families can understand and use to reach
informed decisions about dialysis and transplantation options. Patients’ decisions should be
based on an accurate understanding of their condition and the pros and cons of treatment options.
Shared decision-making depends upon this effective, empathic communication, but research
shows that nephrologists are not prepared to communicate in this manner in their fellowship
training.

Rationale

Nephrologists care for a patient population with significant comorbidities and a yearly mortality
rate that surpasses most cancers. Patients with chronic disease, such as advanced CKD, face a
number of challenges. They deal with the emotional aspect of having a life-limiting iliness and,
concurrently, must participate in difficult decisions regarding the management of their disease.
The quality of physician communication impacts how patients respond to these challenges and
plan for the future. Although limited data exists describing how nephrologists communicate
serious news such as prognosis, the nephrology literature has shown effective communication
results in increased patient satisfaction, understanding, and hope.269‘35 3 Research also shows that
empathic communication decreases patient anxiety and improves patient trust at end of life.”®

Despite these data, discussions about prognosis are difficult, and physicians frequently feel
stressed approaching these conversations. This anxiety is understandable and not surprising as
communication skills are often not specificaily taught or reinforced. Barriers to these
conversations include time constraints and concern that discussing such topics may take away
patient hope.****® These concems are shared by all specialists and nephrologists appear to be no
exception.””® The lack of conversations between nephrologists and patients impacts their disease
and treatment decisions. Data suggests patients report iacking knowledge regarding specific
treatment options, such as hemodialysis, peritoneal dialysis and lran5p!anlation.36° They also tend
to have increased anxiety regarding their treatment and prognesis.”®’ Most importantly, patients
want to hear information about their disease and its prognosis. A survey of CKD and ESRD
patients found almost all respondents felt information regarding their diagnosis, including
prognosis, was important. Yet only 10% reported having had a discussion about of end-of-life
care with their nephrologists.’® As patients’ comorbidities and care become more complex, the
role of effective communication becomes essential in patient care and decision-making. A focus
group of patients with life-limiting iliness and their caregivers identified communication
components most important to them including talking in an honest and straightforward way with
understandable language. Patients appreciated sensitive delivery of the news and the ability to
balance reality while maintaining hope. Patients also expressed better understanding and comfort
when physicians encourage and are open to conversations. >

Core communication skills
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There is a growing body of literature with regard to good communication techniques with
seriously ili patients. Good communication involves the ability to recognize and respond to
patients’ informational and emotional concerns regarding their disease. There are a core set of
communication skills that are described briefly below and examaples of this communication
strategy are described in the tool kit with helpful questions to.*®

Identifying concerns: eliciting and recognizing concerns

The ability to respond to patients’ concerns and needs begins with the ability to effectively elicit
and recognize these concemns. Open-ended questions elicit patient concerns and allow patients
time to speak. Continuing to probe until the patient has nothing else to add is important as the
patient may not bring up concemns the first time you ask 3%4°%

Responding to informational concerns: Ask-Tell-Ask

As physicians approach discussions, such as prognosis or treatment options, it is helpful to learn
how patients want to hear this information. This is includes both the timing and content of the
information disclosed. For example, while studies show that most patients want prognostic
information, a significant minority do not. There is no way to predict this, and data from focus
groups suggest that patients want the doctor to negotiate about if and when to discuss prognostic
information. By eliciting these patients’ needs, physicians can ensure that patients get the
information they need but are not forced to talk about things which they are not ready to hear.
This can best be accomplished with the Ask-Tell Ask communication skill.

The first “Ask” involves eliciting what the patient understands about their disease. This
helps the physician understand what the patient knows and allows misperceptions to be
identified and correct. Asking before giving prognostic information also means ensuring
that the patient wants to know about prognosis (“Are you the kind of person who wants to
know what mighr happen next or would you rather that be something [ talk with your wife
about?). It also ensures that it is an appropriate time to have the conversation (s it ok
that we talk about your prognosis now? Js there anyone else you want there? ).

Having established the patient’s interest in talking about prognosis, the physician can
then “Tell” the news in a way that addresses the patient’s concems. Given that people can
only retain three to seven pieces of information at a time, it is important to focus on the
key information. Giving ail the medical details is likely to overwhelm the patient and
may lead them to focus on details that are not critical. Experts thus recoramend that
information be given in small chunks and frequently checking in to ensure that the
information was understood ( “Any questions abowt what I said? ") In addition, it is
important, particularly in the beginning to start at a literacy level that most patients will
understand, typicatly fifth or sixth grade.

The second “Ask” provides an opportunity to ensure that the patient understands what
has been said. The only way to ensure adequate understanding is to ask the patient. An
indirect way to do this is to ask about the questions or concerns they have about the
information you provided. Another way is to ask what they will tel} their loved one about
the conversation when they go home (“To make sure I have done a good job explaining
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what Is going on, can you tell me what you will tell your husband about our
conversation? ™).

Responding to emotional concerns: Empathy

Patients respond to discussions of prognosis with emotions such as sadness, anger, or disbelief.
When their physicians identify these emotions, patients feel more supported. Emotional support
includes listening and using specific language that expresses empathy. By responding to these
emotions, physicians improve the likelihood the patient will be receptive to the information. For
example, in one study, patients with breast cancer were more likely to believe their physician
cared about then and were less anxious when the physician expressed empathy.

Physicians can respond to patients’ emotions both verbally and nonverbally. Use of the N-U-R-
S-E acron (see the tool kit) and “wish” statements assists physicians to express verbal
empathy.” The former includes naming the patient’s emotion and attending to it in an empathic
manner. The latter tool allows physicians to walk in the shoes of the patient and re5p0nd as
human beings faced with overwhelming circumstances that are not of their choosing. %7 The
acronym S-0-L-E-R employs nonverbal expressions such as body posture and facial expressions
to convey empathy (See tool kit). '

A Six-Step Approach for Talking about Serious Hiness

Patients report the mannert in which news is delivered is more important that the actual content of
the discussion.>®® A frequently used model for delivering serious news includes six steps,
originally called “SPIKES” (Setup, Perception, Invitation, Knowledge, Emotion, Summarize).
These steps are presented in Box 7 and fac'.htate the development of a treatment plan which
includes input and cooperation of the panent

Box 7. A Six-Step Approach to Talking about Serious Ilness

1} Prepare for the conversation: setup. This includes making the environment private and
quiet. Also having a nurse or social worker available for further discussion after you
leave.

2) Assess the patient’s perception. Asking what the patient understands or expects can be
helpful in determining how you approach and plan the conversation.

3) Ask for an invitation to talk about the news. By asking the patient if you can discuss the
news gives them some control and emphasizes you goal to work cooperatively.

4) Disclose the news straightforwardly: knowledge. Tt is best to start with a warning
statement to let the patient brace themselves for bad news. The news should be
straightforward with comprehensible language.

5} Respond to the patient’s emotions. The physician must be aware of the patient’s emotion
and be able to respond to it in an empathic way.

6) Summarize the plan. At the close of the visit, you should summarize what has been
discussed and describe the next steps which the patient will need to take.

Communicating with Patients Whose Health Is Declining
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For many patients who decide to undergo dialysis, the disease trajectory is often marked by
decline from new illnesses (e.g., heart attack or stroke} or loss of function resulting from
hospitalizations. The events triggering these setbacks serve as 2 prompt to discuss if the present
treatment plan remains consistent with the patient’s goals ("I wanted to check in with you to see
how our treatment plan was going. You had said that dialysis was worth it, because it allowed
you to stay at home and have more time with your grandchildren. How has that been going for
you? "} For a patient on dialysis, the transition may occur when the burdens of dialysis outweigh
the benefits of life prolongation. (*'Js being on dialysis still worth it for you? Iworry that for
some people, dialysis may no longer be a benefir ro them as they may be unable to do what they
like to do. Can we talk about this? ).

These deteriorations can be challenging for physicians as they involve giving bad news, or
directly confronting the dying process. However, patients and caregivers report these are
important conversations that they want to have and that they want the doctor to raise the topic.
By avoiding conversations about whether continued dialysis is meeting the patient’s goals,
physicians risk missing opportunities to address concerns and fears, focus the treatment plan in a
way that meets the patient’s goals, and explore issues refated to life closure.

This approach of balancing discussions of hope with preparation for future outcomes respects the
patient’s hopes and fears while still allowing for opportunities to reassess and redefine the
patient’s goals of care over time. The treatment plan can be modified to focus on what can be
achieved given the patient’s values, and treatments that are no longer beneficial can be
discontinued. After such discussions, patients may decide to switch from a more aggressive
approach to dialysis to one in which the focus on dialysis is on a reduction in suffering with
concerted attention to pain and symptom management and advance care planning. Thus, these
converszggons may allow for timely involvement of palliative care services and hospice

referral.

Nephrologists are faced with the challenge of caring for a complex patient population with
multiple comorbidities. How physicians communicate with patients impacts their experience
with their disease and their treatment decisions. This recommendation provides tools to gather
and effectively deliver information and to respond to patient’s emotional concerns. Through
practice and close attention to how communication is delivered, physicians can effectively
communicate and negotiate a plan of care consistent with the patient’s own values and needs.
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Chapter 7

Symptoms in renal disease; their
epidemiology, assessment, and
management

Fliss Murtagh and Steven D Weisbord

7.1 Introduction

Patients with chronic kidney disease (CKD), particularly those with end-stage renal disease
{ESRD) are among the most symptomatic of any chronic disease group.[1] Identifying and
controlling symptoms is a high priority for patients and famihes.[2] and notably improves their
quality of life.[3] For those with ESRD, excellent symptom management becomes an increasingly
high priority as the duration of time they remain dependent on chronic renal replacement therapy
{RRT) increases.[2,4] 1t is also important to recognize that, while RRT provides major benefit,
including symptom relief, it will not always ameliorate or abolish symptoms and may sometimes
contribute to them.

7.2 Causes for symptoms in end-stage renal disease

Symptoms arise in advanced renal disease for a number of reasons; they may be a direct
consequence of the renal disease, a consequence of dialysis, or due to co-morbid conditions.
Co-morbidity is increasingly important as the ESRD population becomes older and is more likely
to have multiple and often chronic medical conditions.

7.2.1 Symptoms directly related to renal disease

Prior to dialysis (or if dialysis is subsequently withheld or withdrawn), uraemia can affect all
organ systems, leading to symptoms such as pruritus, fatigue, gastrointestinal symptoms, sexual
dysfunction,[5] urepathy, and arthropathy.[6] Experience with daily or nocturnal dialysis has
demonstrated a significant reduction in uraemic symptoms, although distressing symptoms may
remain or develop.[7]

Few symptoms can be easily attributable to one cause alone, however. For example, itch or
pruritus is commonly attributed to uraentia (although ‘CKD-associated pruritus’ may be a
more accurate term[8] because the pathogenesis remains uncertain and it is not clearly a direct
consequernice of uraemia). There is evidence, however, that about a third of patients with pruritus
report intensification of the symptom during or immediately following dialysis.[9] Similarly,
symptoms arising directly from the renal disease may interact with a co-morbid condition to give
rise to a worsening and more complex symptom picture. Examples are fluid overload because of
renal failure exacerbated by cardiac failure, or uraemic neuropathy complicated by co-existing
diabetic neuropathy.
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7.2.2 Symptoms related to dialysis

Intradialytic symptoms are those relating directly to the dialysis procedure. Approximately 40%
of haemodialysis sessions are associated with symptomatic hypotension, cramps, nausea and
vomiting, and pruritus. In addition, post-dialysis hypotension and a ‘washed-out’ feeling lasting
up to 24 h are common. Other symptoms, such as headache, may be very common (affecting up
to 70% of haemodialysis patients), but are often difficult to classify and attribute to specific
causes.[10] -

Those symptoms occurring early in the dialysis are commonly related to a lack of appropriate
vasoconstriction, whilst those occurring later may be related to or caused by the target dry weight
being too low. Many of these symptoms are reduced or eliminated by peritoneal dialysis, or by
frequent, slow haemodialysis — such as nocturnal or daily. Shorter dialysis treatments, high-flux
dialysis, elderly patients, and high co-morbid burden correlate with increased symptoms on dialysis.
Recent studies have supported the value of changes in the dialysis prescription in decreasing
intrudialytic symptoms. Monitoring blood volume, decreasing the dialysis temperature, and
modelling of dialysate sodium and ultrafiltration rates are effective and inexpensive.[11,12]

Some specific symptoms may occur in relation to dialysis. Syrnptomatic hypotension can occur
early in dialysis, often in association with rapid or large intravascular volume changes. Loss of
autonomic nervous system control can sometimes play a part. Hypotensive symptoms later in
dialysis are more usually related to the target dry weight being too low. Pruritus may worsen
during or just after dialysis, and has been associated with inadequate dialysis. Anorexia is also
common in dialysis patients, and it may indicate uraemia and inadequate dialysis, although it is
more often multi-factorial, with other factors {(such as anaemia, depression, taste disturbance,
dry mouth, gastrointestinal symptoms, or gastroparesis) likely to play a part. Constipation is
commeon for dialysis patients, and immobility, fluid restriction, dietary restrictions, andfor
medication {such as aluminium and calcium phosphate binders, iron supplements, and opioids)
may all contribute.

72.3 Symptoms due to co-morbid conditions

Because oflimited symptom research, itis not always clear whether uraemia, dialysis, or co-morbid
conditions are the most dominant cause of each symptom, and for many patients a combination
of causes and triggers does, in reality, together contribute to their overall symptom burden.
Co-morbid conditions do, however, play a major part in causing symptoms, particularly for the
older patient, who may have vascular disease, cardiac problems, diabetes mellitus, or other
co-morbidities. Some of the commoner ce-morbid conditions which contribute to symptom
burden include diabetic gastroparesis, other diabetic neuropathies, other diabetic complications,
cardiovascular disease, and peripheral vascular disease.

Diabetic patients with ESRD have often had their diabetes for many yvears, and may have other
complications in addition to their renal impairment. Diabetic gastroparesis due to autonomic
nerve damage is common in leng-standing diabetes, and is characterized by anorexia, early
satiety (feeling full}, nausea, and sometimes vomiting. Advanced uraemia itself also leads to
delayed gastric emptying, which can contribute to this problem. Delayed gastric erptying
may itself go on to cause gastric reflux and dyspepsia. Diabetic patients also suffer from other
neuropathies. Autonomic neuropathy can also affect the mid- and lower gut, leading to an
enteropathy characterized by alternaiing diarrhoea and constipation, and sometimes faecal
incontinence. Non-autonomic diabetic neuropathies that affect the peripheral nerves may take
a number of different forms, including polyneuropathies, radiculopathies, or mononeuropathies.
Paraesthesia - with sensory disturbance or loss, and sometimes associated pain — is a typical
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presentation of these non-autonomic neurotogical complications, whilst motor impairment
occurs late in the course of the condition. The neuropathic pain associated with diabetic
neuropathies can be severe, persistent, and difficult to control. $kin and soft-tissue problems are
also common in the diabetic patient; decubitus ulcers or diabetic foot may occur and amputation
may sometimes be réquired. The severity of these skin and soft-tissue problems may be such that
these pains too ate difficult to control.

Cardiovascular disease encompasses a wide range of clinical problems, including coronary
artery disease, cerebrovascular disease, peripheral vascular disease, congestive heart failure, and
left ventricular hypertrophy. All forms of cardiovascular disease are notably more commeon in
those with CKD, and the risk of cardiac events in patients with ESRD is estimated to be about 3-5
umes higher than in the general population.[13] Cardiovascular causes account for about 45%
of deaths in those on dialysis, and the proportion is similar or even higher for those managed

conservatively, without dialysis. The main symptoms associated with cardiovascular disease

are pain, breathlessness, and hypotension, although this depends very much on the particular
presentation and problems of the individual patient. Peripheral vascular disease, if present, is
a particular challenge because it is often far advanced before symptoms develop. Pain (ranging
from intermittent claudication to rest pain), ischaemic ulceration, and gangrene are easier to
prevent rather than relieve. Smoking cessation and regular exercise are important even in
advanced peripheral vascular disease, and preventative foot care is of paramount importance
(as for the diabetic patient).

Calciphylaxis is a problem seen most often either in dialysis patients or immediately following
transplantation. It is infrequent but when it does occur, it can be extremely painful. Smail
vessels are calcified and become occluded, with ischaemic necrosis of the surrounding tissue, Skin
changes occur, with livedo reticularis and palpable tender subcutaneous nodules, which most
often affect the lower trunk and lower extremities.[14] (See also Chapter 8.)

Hypotension from a vatiety of causes may be a common contributory factor in falls, especially
for older patients. Hypotension occurs most often in relatien to dialysis, but may also occur in
diabetes {the postural hypotension caused by diabetic autonomic neuropathy), and be precipitated
by medications such as beta-blockers, calcium-channel blockers, and nitrates.

7.3 Symptom prevalence

How common symptoms are depends to some extent on which CKD population is being
considered. Although little comparative study has been made of symptoms across the different
stages of CKD, those with more advanced disease are likely to be most symptomatic. Fig. 7.1
illustrates the prevalence of common symptoms in three populations with advanced CKD: those
on dialysis,[15] thosewith Stage 5 CKD managed conservatively (without dialysis),[16] and those
withdrawing from dialysis in the last 24 h of life.[17]

7.3.1 Prevalence of anxiety and depression

Although anxiety and depression (particularly depression) have been widely studied in ESRD,
their exact prevalence remains contentious, and this is reflected in the wide range of reported
prevalence for these conditions.

Most evidence comes from dialysis populations. Anxiety is reported as occurring in
12-52%6(3,18-24] and depression in 5-71%)(3.20-391 of dialysis patients. Much of this variation
reflects differences in the populations assédsed, the definitions of anxiety and depression used,
and the instruments used to detect them, For instance, studies using formal diagnostic criteria
(as defined in the Diagnostic and Statistical Manual of Mental Disorders 4th edition (DSM-IV})
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suggest that 27—-46% of haemodialysis patients have an anxiety disorder,[18,19] and 26-30%
have a depressive disorder.[39] Screening tools, such as the Beck Depression Inventory, tend to
identify a somewhat higher proportion {45-50%) of potential depression than diagnostic tools,
depending on the level of cut-off used in the screening tool.[26,38] It is important to distin-
guish between the formal diagnosis of anxiety or depressive disorder {less common), and more
non-specific symptoms of feeling anxious or depressed (which are inevitably more common).
Both need to be determined; the former because formal anxiety or depressive disorders need
defined interventions, proactive management, and detailed, skilled follow-up, the latter because
it is important to know from the patients themselves what is troubling to them. While feetings of
anxiety and sadness may not necessarily reflect full-blown anxiety or depression, these symptoms
will still need to be addressed, such as through information, communication, and preparation,
or through psychological and social support. However for clinical and research purposes, they
should be carefully distinguished.

Patients managed without dialysis probably have similar levels of anxiety and depression,
although evidence remains limited, and the prevalence of anxiety and depression likely increases
over time.[15] They have a high prevalence of the symptoms of feeling anxious or sad (63% and
50%, respectively), and 45% have depressive scores above the standard cut-off on the Geriatric
Depression Scale.[15]

7.3.2 Prevalence of pain

In the past, data on pain prevalence has sometimes been collected within studies of quality of life,
where pain is just one of the many domains influencing quality of life. However, pain prevalence
is more accurately determined with a specific, validated pain- or symptom-assessment measure.
When used both in dialysis populations and the general population, quality of life measures do,
however, indicate that (after adjustment for age and gender) dialysis patients experience notably
more pain than their counterparts in the general population. [40-42]

Now that specific validated pain measures are beginning to be more widely adopted, it is
becoming clear that pain is a common problem for patients with advanced renal disease. Studies
from Canada,[43] Italy,[44] and the US{45] have reported 48-50% of all haemodialysis patients
reporting pain using, respectively, the McGill Pain Questionnaire, a numerical pain score, and
the Dialysis Symptom Index; each convincingly demonstrate that pain is more common in
dialysis patients than previously recognized. Pain prevalence has also been identified in this more
rigorous way in patients with Stage 5 CKD managed without dialysis. revealing a similar baseline
pain prevalence of 53%,[46] although pain prevalence was demonstrated to increase markedly
over time, increasing to affect 73% of all conservatively managed Stage 5 CKD patients by the
month before death, with over half of these reporting severe pain.[15] Studies of patients with-
drawing from dialysis suggest pain affects about 50% of patients,(47,48] allowing for the reduced
accuracy of proxy measures.[49]

It is important to understand, not only the overall prevalence, but also the nature and patterns
of pain experienced by patients. Pain which is recurrent or persistent is more likely to beintrusive
and will impair quality of life of patients more substantialty.[50] For this reason, longitudinal
study of pain (as well as other symptorhs) is particularly important. The majority of studies to
date is cross-sectional, and provides only a ‘snapshot’ of pain at any one time point. The few
longitudinal studies of pain indicate that worsening ot fluctuating pain over time contributes
substantially to deterioration in both physichl and mental components of quality of life.[15,45]
This is discussed more fully in Chapter 8.
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7.3.3 Prevalence of pruritus

Numerous cross-sectional studies provide evidence on the prevalence of itch.[3,9,23,52-68]
Together, these studies (most of which are small, mostly involving <300 participants) suggest that
pruritus affects between 28% and 60% of patients on haemodialysis, and between 50% and 68%
of those on peritoneal dialysis. Four studies report higher prevalence (between 70% and 74%)
among haemodialysis patients,[24,69-71] but this may reflect the longer periods of prevalence
used in these studies. Pruritus prevalence in those with Stage 5 CKD managed without dialysis was
also shown to be high (74%) in a study using a shortet period of prevalence (pruritus occurring in
the previous week), suggesting it is more prevalent in this population.[46]

There has also been some suggestion that the prevalence of pruritus has been decreasing over
time, parallel with advances in techniques and efficiency of dialysis. A recent epidemiological
study of >18 000 patients refutes this, however, indicating that between 36% and 50% of all
haemodialysis patients report moderate to extrerne pruritus, despite the continuing advances
in dialysis techniques.[72] Given the size of this study, it provides the most reliable evidence
as to pruritus prevalence 1in haemodialysis patients, and confirms that the mid-range from the
smaller studies provides the most accurate prevalence data, More importantly, it demonstrates
that pruritus is associated with worse physical and mental quality of life domains, and a 17%
higher mortality risk, mediated in part through disturbances in sleep quality.[72] This finding is
supported elsewhere, with clear indication that severe pruritus is associated with worse prognosis.
(73] Pruritus is, therefore, not only a commeon symptom, often distressing to patients, but it has
implications beyond impairment of quality of life, of worse prognosis and survival .[74]

7.3.4 Prevalence of restless legs

Thereported prevalence of the symptom of restless legs among dialysis patients varies considerably,
from 12% to 58%.[24.58,59,65,75-83] This compares with prevalence of at least 10-15% in the
general population.[84] For this symptom, perhaps more than any other, reported prevalence
depends heavily on the definition used. Earlier studies have tended to use less well-defined criteria,
whnle more recent studies have used the specific criteria developed by the International Restless
Legs Syndrome Study Group {IRLSSG} to define restless legs syndrome (RLS).(85] These latier
studies indicate a somewhat lower prevalence of the syndrome of restless legs amongst patients
receiving dialysis, between 12% and 22%.{74] Amongst transplanted patients, the incidence of
RLS is lower, at about 5%.[85] Of those with Stage 5 disease and not receiving dialysis, 48% report
the symptom of restless legs,[46] although this reflects the less defined symptom as reported by
patients, rather than formal IRLSSG criteria.

As with pruritus, there is some indication that RLS is associated with poorer prognosis which
may again be mediated partly through impaired quality of sleep.[79]

7.3.5 Prevalence of sleep disturbance

Sleep disturbance isa common problem in patients with ESRD but it is hard to determine the exact
prevalence of this problem because of the challenges of definition. Insomnia affects at least 10-15%
of the general population,[86] but the prevalence of sleep disturbance in renal patients is notably
higher. Several studies have described prevalence,(23,52,53,59,62,65,82,86-97] and findings range
from 20% to 83% of dialysis patients affected by sleep problems. This wide range reflects variable
periods of prevalence — from point prevalence (symptom currently present} up to sleep disturbance
at some time in the preceding 3 months. Definitions range from simple patient report of a ‘sleep
problem’ to more specific definitions such as ‘at least one of the following: problems initiating
or maintaining sleep, early or difficulty waking, tiredness on waking, daytime sleepiness’,
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Whatever definition is used, however, it is clear that this is a symptom which troubles many
dialysts patients. Given the concerns regarding the relationship between poor quality of sleep and
wOTSe prognosis,[73] it is important that sleep problems are assessed and addressed carefully,
together with the other symptoms which tend to cluster with sleep disturbance (pruritus and RLS
in particular). All probably interact to adversely impact quality of life for individual patients.

Those Stage-5 CKD patients who opt not to have dialysis and are managed conservatively also
have a high prevalence of sleep disturbance, with 41% experiencing some difficulty with sleep,
and 219 {of all conservatively managed patients) reporting severely distressing sleep disturbance.
[46] Over tine, the prevalence of sleep problems seerns to remain constant 1n this conservatively
managed population, with similar proportions affected in the month before death as earlier in
Stage 5 disease.[15]

Poor sleep has been shown to be associated with depression in renal patients,[86] and polysom-
nographic studies suggest that obstructive sleep apnoea is disproportionately common in dialysis
patients.[98] Other studies of selected ESRD populations show prevalence of sleep apnoea up
10 50%.[99] and this may contribute to daytime fatigue and sleepiness, as well exacerbating the
cardiovascular complications of ESRD. The reasons for this hugh prevalence of sleep apnoea are
unclear — it may be directly linked to the renal disease, with both destabilization of central ven-
tilatory control and a degree of upper airway occlusion. There is also some suggestion that sleep
patterns change early in CKD, so that sleep disturbance is common in the early stages, as well as
advanced CKD, although the reasons for this are poorly understood.[100]

7.3.6 Prevalence of tiredness or fatigue

Tiredness or fatigue is also a symptom which is difficult to define, and therefore te quaniify.
Despite this, there is evidence that it is one of the most common symptoms experienced by renal
patients; in most studies, between 70% and 97% of dialysis patients are affected by fatigue.
[13,22,101,102] A very high proportion of conservatively managed stage-5 CKD patients are also
affected by fatigue, with 90% of patients affected by fatigue, and 35% of all patients severely
distressed by this.[15] Qualitative studies also suggest it is one of the most difficult symptoms for
patients to cope with.[15,102]

Renal professionals may often be unaware of the presence and severity of faiigue in their
patients,[103] especially since it may be less apparent than other, more tangible, symptoms.
However, careful 1dentification and assessment is important because of the high prevalence of this
symptom, its major impact, and because it may be potentially treatable.

7.3.7 The prevalence of other symptoms

There are a number of other key symptoms which have been shown to be important for patients
with advanced renal disease. Because the majority of studies of symptom prevalence focus on one
or two symptoms of interest, rather than the whole range of symptoms experienced by the
patients, there is much less evidence on the }pidemiology of these remaining symptoms. Some
studies have evaluated the whole range of symptoms, and provide data on how common these
other symptoms are.[3,13,24,46,53,62] These symptoms include nausea and vomiting, drowsiness,
breathlessness, leg oedema, dry mouth, lack of appetite and altered taste, poor concentration, dry
skin, and constipation. Sexual dysfunction is also commmon (more fully described in the first
edition of this bock). Some symptoms, e.g. breathlessness, are frequently linked to co-morbidity,
such as co-existing cardiac or respiratory disease, and their prevalence very much reflects the
demographics of the population, with older populations and those conservatively managed
{without dialysis) displaying a notably higher prevalence of these symptoms.[15]
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7.4 Assessment of symptoms

There is growing evidence that symptoms in renal disease are under-recognized. A recently
published study indicates that renal professionals substantially underestimate both the presence
and the severity of the symptoms that their patients experience.[104] Appropriate, clinically
relevant and valid instruments are essential to measure symptoms, both mn clini¢al practice and
the research setting

7.41 Symptom measurement tools

A variety of tools have been used to evaluate symptoms in renal disease, Over two decades ago,
Parfrey and colleagues developed a tool to capture the overall health status of patients with ESRD,
including symptoms.|[52-54,105] This questionnaire assessed the presence and severity of key
symptoms, and also included emotional and psychological dimensiens, the patient’s life
satisfaction, and a simple 0-100 visual quality-of-life scale.[54] However, it did not include
certain symptoms important in renal disease (such as restless legs or poor appetite}, and it used
terms which were rather medical for a patient-completed measure, such as ‘dyspnoea’ and
‘angina’. Perhaps tor these reasons, it was not widely adopted, and other, more patient-centred
instruments have been used instead. These include instruments which have been widely used in
other advanced diseases, such as the Edmonton Symptom Assessment System[51,54,106] and the
Memoral Symptom Assessment Scale short form. [3,46]

Other measures have been adapted and validated specifically for use in those with renal disease.
These include the Dialysis Symptom Index, developed from the Memorial Symptom Assessment
Scale by Weisbord,[107] and the renal version of the Patient Qutcome Scale (symptom
medule), derived from the generic version of the Patient (or Palliative) Qutcome Scale which is
used across 2 wide number of conditions and ¢ountties,[108] Both are patient-completed tools,
and each of these symptom measures validated in renal populations will be briefly discussed here
(see Appendix for both tools).

7.4.1.1 The Edmonton Symptom Assessment System

The Edmonton Symptom Assessment System (ESAS) measures nine physical and emotional
symptoms (pain, tiredness, nausea, depression, anxiety, drowsiness, appetite, well-being, and
shortness of breath).[109] Each symptom is scored on a visual analogue scale from 0 {(absence of
the symptom) to 10 (worse possible level of the symptom). 1t was originally developed and
validated for cancer patients, but has been modified and validated for renal patients by Davison
and colleagues.[106] The modification includes the addition of a 10th item, itching (scored in the
same way), and their original work also included a further unlabelled item for the patient to
define themselves, to ensure key symptoms were not being missed.

This tool has the advantage of brevity and simplicity, although some patients {depending on
the population) may find visual analegue scales less easy to use.[110] It has been validated in
the dialysis population, and the wide use of this tool in other populations facilitates comparison
across different conditions.

7.4 1.2 The Memorial Symptom Assessment Scale and the Dialysis
Symptom Index

The Memorial Symptom Assessment Scale was also originally developed for cancer patents, and
measures the frequency, severity, and distress of 32 common physical and psychological symptoms.
[111] Chang et al. developed a short form (MSAS-SF), with the same number of items but
focussing predominantly on severity and distress of symptoms, rather than frequency.[112]
Weisbord and colleagues undertook a detailed development process to modify the MSAS-SF for
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use in the dialysis population. This revised instrument is called the Dialysis Symptom Index
(DSI).[167] The DSI is a 30-item index that assesses the presence and severity of 30 individual
physical and emotiona) symptoms. It provides an estimate of the prevalence and severity of these
individual symptoms as well as an overall symptom burden and symptom severity score. The DSI
has been shown to be a reliable and valid tool to assess symptoms in the haemodialysis
population,

Both MSAS-SF and DSI are longer than the ESAS, although each individual item within thern is
perhaps simpler to complete than a visual analogue scale (it requires the patient simply to indicate
(by tick or check) the presence of a symptom, and if present the amount of distress the symptom
caused in the last week; either ‘no’ distress, “a little bit’, ‘somewhat’, *quite a bit’, or ‘very much’
distress. The MSAS-SF offers considerable scope for comparison with other pepulations, since it
is used widely across other advanced diseases.

7.4.1.3 The Patient Qutcome Scale

The Patient Qutcome Scale (POS) was developed as a brief measure for use in those with far
advanced disease, for whom completion of questionnaires may be most burdensome and difficuit.
The original instrument extends beyond physical and psychological symptems, to include
information needs, family communication, and practical matters.[113] More recently, a symptom
module (Patient Qutcome Scale symptom (POSs}) has been developed {114] which scores 10
symptoms (pain, shortness of breath, weakness or lack of energy, nausea, vomiting, poor
appetite, constipation, mouth problems, drowsiness, and immobility} as having ‘no’ effect,
‘slight’, ‘moderate’, “severe’, or ‘overwhelming’ effect. Patients can also specify additional
symptoms if needed, and indicate what symptom is affecting them the most and which has
improved the most. This provides additional useful information, especially in the clinical setting
where a brief tool is needed, and scarce clinical time addressing symptoms may need to be
prioritized to quickly focus on the most severe symptoms. POSs has been validated across a
number of conditions, including renal disease.[15] The renal version includes seven additional
symptormns; itch, difficulty sleeping, restless legs, feeling anxious, feeling depressed, skin changes,
and diarrhoea.[108]

PO8Ss is interinediate in length between ESAS and D351, and is effective as a brief symptom
assessment tool, even 1n an elderly renal population.[108] It alsg enables the most severe
symptom to be highlighted and responded to rapidly.

7.4.1.4 Symptom-specific measures

Although there is considerable need for the whole range of symptoms which patients experience
to be captured, therg is a wider range of instrurnents which have been used to assess individual
symptoms, such as pain, pruritus, or depression. It is important to recognize that these may
provide a more detailed and accurate picture of each symptom, especially for research purposes.
A range of measures are available for measurement of pain,[115,116] depression,[20,22,117)
pruritus,[118) or RLS.[119] The Cambridge-Hopkins restless legs questionnaire is patient-
completed and is based on the IRLSSG critéria, but also distinguishes RLS from other conditions,
with good sensitivity and specificity.[119] A range of other measures for individual symptoms
exist, and are useful for research purposes, but fairly brief validated measures which capture the
whole range of symptorns may be most nseful in the clinical setting.

7.5 The management of symptoms

Once symptoms have been identified and carefully assessed, they need to be actively managed.
Evidence shows that management of symptoms is less than optimal for renal patients.[120,121]

1



112 ] SYMPTOMS IN RENAL DISEASE: THEIR EPIDEMIQLOGY, ASSESSMENT, AND MANAGEMENT

Symptom assessment and management is an area which has received only limited clinical or
research attention in the past, although this is changing, and research evidence, plus related
symptom guidelines are now beginning to emerge for pain and end-of-life care.[122-124] There
is some evidence on management derived from the renal population, while other evidence can be
extrapolated (to a limited extent) from other populations with chronic disease However, the
renal impairment itself places a major constraint on use of medication, since many medicines are
renally excreted, and may therefore accumulate substantially in renal impairment. Careful
consideration needs to be given to the effect of dialysis on ¢learance for those on dialysis.

This section addresses the management of some of the more commeon symptems which
occur in patients with CKD. Management of pain is addressed in Chapter 8, that of anxiety and
depression in Chapter 9, and symptom management in the last days of life — including controlling
agitation and myoclonus — are discussed in Chapter 15.

751 Management of anorexia and dry mouth

Anorexia (loss of appetite) is a distressing symptom for paiient and family. The pathogenesis of
anorexia is complex and poorly understood,[125] but it is thought that uraemic toxins, altered
amino acid patterns, leptin, ghrelin, and neuropeptide Y are involved.[126] There 15 some debate
about the significance of anorexia as a prognostic factor: some evidence indicates that anorexia in
dialysis patients is associated with increased risk of death,[127] but a large study of >1800
haemodialysis patients (the HEMOQO study) suggests this association is lost when co-morbidity is
also considered.[128)

In practice, many factors can contribute, and good management requires a thorough and
detailed assessment to identify reversible causes. Contributing (and potentiaily reversible) factors
can include nausea or vomiting, constipation, uncontrolled pain, oesophagitis, dyspepsia, dry
mouth, and oral candidiasis {common in far advanced disease). In older patients, poor condition
or fit of dentures may also need addressing. Dry mouth needs to be actively managed; by ensuring
the patient is not dehydrated, using an artificial sahva preparation 1-2 hourly, stopping medica-
tions which exacerbate dry mouth (such as cyclizine)} whenever possible, and using ice chips to
moisten the mouth {particularly useful if fluid restriction remains clinically important). If oral
candidiasis is present, nystatin or fluconazole can be used to treat it, in accordance with local
sensitivities to these drugs. Fluconazole should be given at a reduced dose of 50-100 mg daily
(based on 50% of normal dose if glomerular filtration rate (GFR) is <10 or if the patient is on
dialysis) short term (longer term is more likely to select out resistant strains and will cause more
adverse effects). If there is taste disturbance, herbs or spices can help in seasoning. Plastic utensils
may remove the unpleasant metallic taste sometimes experienced from metal cutlery. Psychological
factors are also important, and anorexia may be a feature of underiying depression (which can be
particularly difficult to diagnose in debilitated patients); this needs to be assessed fully

Food is an integral part of social interaction and care. Family carers may need to understand
that food intake will reduce as disease advances {especially near end-stage), and offering food too
frequently or in the usual portion size can be counter productive. Smaller, attractively presented
meals, offered more frequently, may be more palatable, with high-calorie foods in the small
amounts that are managed (if diabetic control permits). Dietetic help is very useful in advising
and supporting this approach, as well as providing the more usual renal dietary advice. Detailed
dietetic assessment and suppart of CKD patients with anorexia has been shown to improve their
biochemical outcomes.{129] Other advice includes trial of metoclopramide to improve gastric
emptying, avoiding early satiety by not drinking with meals, and avoiding regular weighing,
which can be demoralizing {unless it is important for fluid balance).
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The next step to relieve anorexia i§ to ensure the patient i§ well-dialysed {a Kt/V of at least
1.2). An increase in the number of dialysis sessions to daily haemodialysis has also been shown
to Lmprove appetite and food intake.[130] There i$ some evidence, recently reviewed by Bossola
et 21.[126] that megestrol acetate {which improves appetite, and possibly nutritional status, in
cancer patients) is effective in improving appetite in CKD patients, but the high rate of adverse
effects in the renal population means it cannot be recommended for clinical use at present.
Dietary supplementation, including with branched-chain amino acids, may offer future avenues
for management.

7.5.2 Management of breathlessness

The most commeon causes of breathlessness or dyspnoea in the Tenal patient are anaemia,
pulmonary oedema (related to fluid overload or to co-existing cardiovascular disease), or
co-morbidity (cardiac or respiratory disease), Anaemia produces significant symptoms including
dyspnoea, and although anaemia is likely to be due to renal failure in the CKD patient, other
causes should be considered and excluded. It is important to identify the underlying cause of
breathlessness, since treating the underlying cause is almost always the most appropriate and
effective first line of management. If volume overload is identified as a cause or contributor, more
frequent or longer dialysis, with ultrafiltration, can be helpful. If treatment of the underlying
cause has been exhausted, then the situation may arise {particularly in far advanced disease or
close to the end of life) where symptomatic measures to relieve breathlessness will be required.
These include general and non-pharmacological measures, psychological support, and
pharmacological measures.

General measures in advanced disease include sitting upright rather than lying (which maximizes
vital capacity), using a fan or stream of cool air which can provide effective symptom relief,[131]
inhaled oxygen if hypoxia is confirmed or suspected,[132] and a calm, settled environment. For
the patient whose mobility is limited by breathlessness, physiotherapy and occupational therapy
can help to maximize mobility and provide appropriate aids to improve function constrained
by breathlessness. Since breathlessness is a profoundly unpleasant symptom, assessment and
management of the underlying psychological state is important. Breathiessness is very commonly
associated with anxiety, often in an escalating cycle {anxiety causing worsening dyspnoea, which
triggers worsening anxiety, and so on}. Information. education, and support of patient and
family is therefore critical. Detailed explanation of how to cope with and respond to breathlessness
should be integral to this. Regular use of relaxation techniques and complimentary therapies can
be useful, according to patient preference.

As prognosis worsens, general and non-pharmacological measures will have less to offer, and
pharmacological measures directed at the symptorn of breathlessness itself may be more appro-
priate. This is usually only when treatment of the underlying cause of breathlessness has been
exhausted. Note that untreated moderate or severe dyspnoea at the end of life is very distressing,
and should be treated as actively as pain or any other distressing symptom. It is aiso important
to remember that breathlessness is an increasingly important and dominant symptom in renal
patients towards the end of life,[15] so it is important to plan with the patient who hashad one or
more episode of acute breathlessness (or steadily increasing breathlessness over timne) how they
would like to be treated if they become more symptomatic in the future. Not all patients will, for
instance, choose to be admitted for maximal treatment with intravencus diuretics in the last days
or weeks of life.

Pharmacological treatments directed specifically at breathlessness include opioids and
benzodiazepines (especially if there is moderate or severe associated anxiety). Low-dose opioids
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are helpful in relieving breathlessness near the end of life in end-stage cardiac and respiratory
disease,|[133,134] and dlinical experience suggests that this is true for renal patients too. However,
there are considerable constraints on the use of opioids in renal patients; the guidance as for pain
management should be followed (see Chapter 8), although dose of opioids for breathlessness
is likely to be notably smaller (usually half or quarter the starting dose for pain) and titration
upwards is undertaken to a lesser degree. If small doses are not at least partly effective, combining
an op10id such as fentany! with low-dose midazolam may bring relief where either alone 1s only
partially effective. This is often a better strategy.than increasing the dose, since adverse effects
quickly increase as doses rise. These issues are discussed more fully in Chapter 15,

Benzodiazepines are useful when there is co-existing anxiety (as there often is), but again need
to be used with care and in reduced doses, Shorter-acting benzodiazepines are recommended,
such as lorazepam 0.5-1 myg orally or sublingually q.d.s. (if used sublingually, it has a quicker
onset of action and may more readily restore a sense of control to the frightened and anxious
patient). If the patient is in the last days of life, midazolam (at 25% of normal dose, if eGFR < 10)
can be given subcutaneously and ttrated according to effect. Midazolam can be given every 2—4 h,
although CKD patients are sensitive to its effects and do not usually need frequent or large doses.
A starting dose of 2.5 mg is common. If more than one or two doses are required, a subcutaneous
infusion over 24 h is most practical.

7.5.3 Management of constipation

Constipation is common among CKD patients. The causes can be multi-factorial - fluid
restriction, reduced mobility, medication (such as aluminium or calcium phosphate binders, iron
supplements, and opioids), poor dietary intake, depression, and réduced muscle tone, through
debility, can ali contribute. The dietary restriction of high-potassium fruits and vegetables
decreases the fibre content of food ingested. Management requires detailed assessment, treatment
of reversible causes where appropriate/possible, acute management to overcome current
constipation (including rectal measures), and then action to prevent further recurrence. Mobility
and adequate dietary intake — including sufficient fibre and fluid (within the constraints of
reduced fluid intake) ~ need to be encouraged. Table 7.1 shows which laxatives are useful. All are
safe in dialysts, although other common laxatives which contain magnesium, citrate, oriahosPhate
{not included in Table 7.1) should be avoided in ESRD. Often, a combination of softener or

Table 7.1 Laxatives for use in renal patients

Drug Meode of action Dose Notes

Lactulose Osmaotic 1020 ml bd Ensure adequate oral intake for
efficacy

Senna Stimulant 1-2 tablets nocte or bd  Can cause Eolic

Bisacodyl Stimulant 5-10 mg nocte or bd  Can cause colic

Docusate sodium Softener 300-200 mg bd

Polyethylene glycol Csmotic 1-2 sachets Short-term use only for

resistant ¢onstipation or impaction
{requires high fluid intake which
may preclude use)
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osmotic laxative with a stimulant is required. Polyethelene glycol (Movicol) is not ideal for renal
patients because it requires high concurrent fluid intake, and 2lso contains potassium. However,
it may be useful in the short term for constipation which does not respond to other measures, or
(in higher doses) for faecal impaction.

7.5.4 Management of fatigue

Fatigue is multi-dimensional,[135] with physical, cognitive, and emotional elements,[136] There
is a complex relationship between fatigue, sleep disturbance, physical functioning, and depression
in those with renal disease.[23,137] but it is poorly understood. [t is not clear, for instance,
whether the reduced physical functioning which occurs with renal disease itself causes fatigue, or
whether in fact the symptom of fatigue js a consequence of poor function. Fatigue is an important
symptom because it is very common, highly distressing to patients, and there are a number of
causes which are potentially treatable. These causes can be classified as related to the renal disease,
to dialysis itself, or related to co-morbid conditions. The renal disease may cause anaemia,
hyperparathyroidism, and uraemia, all of which may directly contribute to fatigue. Secondary to
these direct effects are dietary and fluid restrictions, impaired nutrition, and the side effects of
medications, all of which may contribute to fatigue, even if they are not the predominant causes
of it. For those on dialysis, dizlysis inadequacy, post-dialysis fatigue, and the burden of dialysis
itself may also play a part in instigating or perpetuating fatigue. Conditions unrelated to renal
disease, such as hypothyroidism, should be considered and excluded. Non-pharmacological
managements of fatigue - such as exercise, cognitive and psychological approaches, and
complementary treatments — are important, especially as pharmacological interventions become
increasingly limited.

A systematic review of the use of erythropoietin-stimulating agents demonstrates that, in renal
patients, there is a consistent relationship between haematocrit and energy/fatigue domains in
quality of life;[138] as haematocrit increases, so energy levels increase and fatigue reduces. When
anaemia is due to CKD, which is likely if GFR < 30 ml/min/1.73 m? (<45 1n diabetics) and no
other cause, such as blood loss and folic acid or B12 deficiency; 1s 1dentified, then active treat-
ment with erythrepoietin-stimulating agents is likely to improve fatigue. Haemoglobin should
be maintained between 10.5 and 12.5 g/dl (per UK Renal Association guidelines). It is not clear,
however, how long treatment should be maintained in those who are nearing end of life; most
clinicians continue treatment while the patient still continues to gain symptomatic benefit,

7.5.5 Management of nausea and vomiting

Nausea and vomniting are extremely unpleasant symiptoms. They may frequently be multi-factorial.
Assessment requires a thorough history including establishing the history and pattern of both
nausea and vomiting separately. The relationship between the two should also be established, as
well as the frequency and volume of vomits, whether there is associated constipation, and a
detailed medication history. Profound naused and/or repeated vomiting will prevent absorption
of any medications taken orally, and alternative routes {such as sublingual, rectal, or subcutaneous
routes) need to be considered, at least until nausea and vomiting is controlled.

The first step is to identify the specific cause of nausea and vomiting where possible, since cause-
directed treatment is most likely to succeed. If medication or toxins are causing nausea, then
nausea is usually persistent and unremitting, and sometimes unaccompanied by vomiting.
Uraemia, and a variety of drugs {including opioids, anti-convulsants, antibiotics, and anti-
depressants) can cause this kind of persistent nausea. Gastroparesis or delayed gastric emptying
{which may be caused by drugs such as opioids, as well as occurring secondary to diabetes mellitus,
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Suspected cause Drug of choice Oral dose Notes
Gastroparesis. Metoclopramide 5-10 mg tds Do not use in bowel
delayed gastric ohstruction with colic.
emptying Do not use with cyclizine.
increased risk of dystonia
in CKD patients
Domperiaone 20 mg tds Domperidone can also be
used rectally (30-60 mg
bd or tds}
Uraemia Haloperidol 0.5-2 mg od or bd Increased cerehral
tevomepromazine 6 mg od sensitivity in renal failure
Sedative at higher doses
SHT3 antagonists: Side effects of constipa-
Ondansetron 8 mg bd tion and headaches may
Granisetron 1 mg bd limit use
Drug induced Haloperidol 0.5-3 mg od or bd First step is 10 stop
Cyclizine 25-50 mg tds (caution — medicAtion causing

drug-induced nausea if

adverse cardiac effects may need )
possible.

consideration given the high

proportion of CKD patients with  Note: opicid-induced

cardiac co-morbidity) nausez usually settles
spontanecusly after
about 7-10 days on the
opioid

Gastritis {low
threshold for
treatrment)

Omeprazole or other 20 mg od
proton-purnp
inhibitor

*Also see Chapters B and 15

for instance) usually presents with a history of post-prandial nausea or vomiting of undigested
food which relieves nausea. Bloating. epigastric fullness, flatulence, hiccough, or heartburn may
accompany this. Nausea related to gastritis is often associated with heartburn, dyspepsia, or
epigastric pain. Constipation may exacerbate nausea and vomiting.

756 Management of pruritus

Although there are a number of studies into the pathogenesis and treatment of pruritus in CKD
patients, its aetiology and pathogenesis remains unclear, and treatment options remain semewhat
limited in their effectiveness.

Pruritus is thought to arise in C-fibres located in the skin and distinct from those which
mediate pain; a subgroup of C-fibres has been identified which discharge in a pattern match-
ing that induced by itch.[139] These C-fibres transmit via the contralateral spinothalamic tract
to the brain (thalamus and hypothalamus) via the reticular formation.[140] Connections to
distinct cortical areas (the anterior ¢ingulate process, supplementary motor area, and inferior
parietal fobe) then mediate — via motor areas — the powerful, almost involuntary, desire to scratch.
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The difficulty is that pruritus could originate at any level within this convoluted pathway (in the
skin at the level of the receptors, neuropathically in the afferent nerve pathway, neuropathically
in central neural pathways, or centrally from psychogenic causes). In CKD-related itch, it appears
that complex interacting factors operate at more than one place in the pathway,[140] so that it
is extremely difficult to elucidate any one discrete cause for itch. Current hypotheses postulate
abnormal inflammatory/immune processes, dysfunction in the opioid receptor system, and/or
neuropathic processes within the nervous system itself.

Firstly, it is known that CKD leads to an immune system derangement. and it has been
suggested that this results in a pro-inflammatory or inflammatory state that precipitates itch;{8]
for this reason, immune modulators (such as ultraviclet (UV) B light, tacrelimus, and thalidomide)
have been proposed to treat itch. These all act in various ways to decrease pro-inflammatory
cytokines. This inflammatory hypothesis resonates with evidence that a high white blood cell
count is predictive of itch in baemodialysis patients,[72] and dialysis patients on statins (which
reduce serum pro-inflammatory cytokines) have lower levels of itch.[141] Others have shown
that pro-inflammatory and inflammatory cytokines are associated with pruritus,{142] and that
increasing levels of C-reactive protein correlate with severity of itch in dialysis patients.[55]

Secondly, a number of authors have proposed disturbance in the endogenous opioids system
as a cause of itch.[8,143] It is well established that y-opioids can induce itch, particularly spinally
administered p-opioid receptor agonists, and y-opioid receptor antagonists can reduce itch.[144]
In contrast, K-opioid receptor agonists have been shown to have anti-pruritic effects in animais,
and x-opioid receptor antagonists enhance itch in animal studies.[144] It is for this reason that
opioids such as butorphano! (which has p-opioid antagonist and x-opioid agonist action),[145]
and opioids antagonists such as naloxone and naltrexone, have been proposed to treat itch. There
is also some evidence that a new k-opioid agonist (nalfurafine) may be useful.{146]

Thirdly. there is some evidence to support the link between itch and neuropathic processes.
There are 2 number of features of itch which suggest a neuropathic process, and Akhyam and
colleagues report association between clinical neuropathy and itch in haemodialysis patients.[9]
Other studies have explored the use of neuropathic agents (lidoczine, gabapentin, and capsaicin)
to treat itch, with some success. However, the neuropathic component could be a secondary,
rather than primary, cause of CKD-related pruritus.

Lastly, the role of histamine in acute itch is long established. Acute histamine-induced itch is
well described, and histamine receptors appear to sensitize at least some of the C-fibres which
mediate itch. What is less clear is how this acute itch response relates to the chronic itch experi-
enced by CKD-related pruritus. Nevertheless, anti-histamines are widely used in the management
of CKD-related pruritus, with varying results.

A further important factor in CKD-related itch is xerosis, or dry skin. There is conflicting
evidence about the relationship between xerosis and itch in CKD patients,[9,64,66] but it may be
an important factor in older people with CKD.[147] In addition, although uraemia is the most
likely cause of pruritus, other commeon caygses of pruritus, such as skin disorders, skin infections
such as scabies, and liver impairment, need to be considered if the symptom is not resolving.

Given the confusion and complexity in understanding the causes of pruritus in CKD, it is not
surprising that it can be a difficult symptom to manage, with a variety of different treatments
proposed, each of limited effectiveness. The first step in management is to optimize renal
management; high phosphate may contribute to pruritus,[140] so attention to reducing
phosphate levels may be important — consider dietary advice and the use of phosphate-binders.
Hyperparathyroidism may also be a contributory factor and should be considered. Dry skin
may both cause and contribute to pruritus, and so should be treated actively; liberal emollients
should be used if dry skin is present. Qlder people living alone may find it hard to apply emollients
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easily; spray applications are often helpful in this instance. Preventive measures, such as nail care (keeping
natls short), keeping cool {light clothing, and tepid baths or showers} are useful concurrent
measures.

The evidence as to which medications are effective i1s limited, often conflicting, and no single
preparation can be recommended above others. Choice of treatment for should be influenced
by the stage of disease — for instance, UV light may be practical for those who remain relatively
well, while anti-histamines may be more appropriate nearer end of life. Table 7.3 provides
details of possible drug treatments and the evidence to support each. Whatever the evidence,
individual patients do report significant benefit with some of these options. Time should be
taken to discuss with the patient the need to persist with any ene medication, and to explaining
and minimizing side effects where possible. A clear plan of management, and persistence in
following treatment throeugh, goes a long way to helping patients cope with the distress that
this symptoms can sometimes cause. The psychological and social dimensions of severe 1tch are
considerabie,[15] and psychelogical, family, and social support 1s an important component of
management.

7.5.7 Management of restless legs

Restless legs syndrome is characterized by urge to move the legs, uncomfortable sensations in the
legs, and worsening of symptoms at rest, especially during the night, The formal IRLSSG criteria
are (1} urge to move the legs, usually with unpleasant sensations in the legs, (2) worse during
peniods of rest or Inactivity like resting or sitting, (3) partial or total relief by physical activity, and
{4) worse symptoms in the evening or night rather than the day.[84]) The exact cause for restless
tegs is not understood as yet; it is widely accepted, however, that the dopaminergic system in the
central nervous system is somehow disrupted.[74] There may also be a relationship between
bramn iron metabolism and RLS.[172] There is limited evidence in uraemic RLS that iron
deficiency,[173] low parathyroid hormone,[76] hyperphosphataemia, and psychological
factors[174] may all play a role. Treatment should involve correction of these factors, and
reduction of potential exacerbating agents, such as caffeine, alcohol, nicotine, and certain drugs
(sedative anti-histamines, metoclopramide, tricyclic antidepressants, selective serotonin uptake
inhibitors, lithium and dopamine antagonists).[74] Calcium antagonists may also exacerbate
RLS.[175]

There is very limited evidence about treatment of restless legs in CKD patients, and much of the
evidence 1s extrapolated from patients with idiopathic restless legs.[176]

7.5.8 Management of sleep disturbance

A detailed history of any sleep disturbance is important, in order to identify sleep apnoea, RLS,
and pruritus — which may be the underlying reason for the sleep disturbance; each of these need
treating in their own right initially to resolve any sleep problems, General sleep-hygiene measures
are important in addressing sleep disturbance; avoiding caffeine after lunch. reducing overall
caffeine intake, avoiding alcohol {which is both depressant and stimulant}, and avoiding
day-time sleeping. If sleep apnoea is excluded, other exacerbating symptoms are treated optimally,
and general measures are unsuccessful, then hypnotics may be necessary, ideally short term to
attempt to re-establish sleep patterns. For those with a longer prognosis, hypnotics carry risk of
dependence, and this needs consideration in management. The shorter acting hypnotics, such as
zolpidem 5-10 mg, or temazepam 7.5-10 mg are preferable. These are generally safe in dialysis
patients, aithough CKD patients may be more sensitive to benzodiazepines in general, and lower
doses are often required than in the general population.



(ponunuo}

(95 (1 {IoAIU0D 1A 1143UQ CU PIMOYS SYIIM 1 10} P

JUAWAUIO 8| O 3y} ‘spuaned sisAeIpOWSRY 77 40 DY PUia-3[qnop e u)

{551 ](Buing/Bunbun ysel)

512949 APIS JWos3|gnoJ} payiodal spusned gz 4o 1no aal ybnoyle ‘pg

JUSLUIIIC 94€0°(F UIY) %L 'Q J ash BuImoj|of sai03s snynid Ul UciInpa)

"UIBIDUN S 35N |euis pasmoys suaned sisAieipowaey ¢z *Apnis pajleauosun ue u|

wid) s2buo| w Aates pue esn poddns o asuapiag an [#S L]PG IUSUWIWO BEGTO JO 35N pq uswWuo

AIANIWWODITFY LON  Bumopoy ysuaq pauodas sjuaned sisAieip aaiy) ApnIs pajiosuoI UB U 9%|°0 10 5E0'0  IUSWIUIC SHWNODE]

35N S) U1 J03oey Buiiwi) e aq ABW 1500 109)48 SHE] Ued [E51]spb weasd 5467070 Buimoiioy
3 IUN Hopwodsip Buitung [BX0] Yia ash anuuod 61 - smynud jo uonn|osal ais|dwod pauodsi 1Ty pullg-S[qnop B ui G O Ino
Papaau 81 $5U1s1513d 3wWos pue ‘g axueisqns Bulsidep  oal pue 'Apnis pa)jeauoILIN U Ul SlUANEd SIsAjeIpowaey aulu jo WBig
Aq sy1om } Appraa 1 Adde 0 eoyzead 1ou st pse  [zgLino doip 6y studiied oamy pasned pue dnewagold sem wean oyl
‘paziea0| si snjlnid usym pasn 153 1 weard urkesdey o uonedidde vo Burung yBnoyle ‘Juawaacidun paylew pIamoys /|
HIOLl Q3ZNvHINTD 0o #| ‘spb wean o45720°0 pamadal snuinud 215435-01-31RIOPGLY LHm spb paidde
NYHL 43IHLYY Q3ZITvDal 41 43AISNOD  suaned sisAleipowsey g1 "ubhisap 15A0-55013 yiim 1OY pullq-2qnop e Ul Wean %700 wea.s uplesdery

{15 1 J943am £ 10) spiouiqeuuedopud buniejuos wean paseq-pidy

® Jo asn Apep axim) Buimoo) smuunad Jo uonnioss pey smunid pue us

A1p yus syusied sisAieipowsaey 17 Jo 100 yBis *Apnis pIjloquodun ue uj

{D51)syaam v

0} shep z—| Asaas |lo y1eg wnaujeg Buisn sipeq Buwiojjoy smuunid jo

uonnjosal pey sjuaied sISAlep OF JO 1IN0 97 'APRIS PajjoJiuodun Ue uj

{6t 1 )suaned 100uod ¢ Yyuam paedwod

‘sYa3Mm Om 10) Ajrep 3 pagdde (96 snoanbe ue wouy Jsuag pamoys

(uoe Buiay stuaned sapjo “£°3) s1eudesdde  snyunid pyut yhws suaned siskieipowaey gL *APALS P300S | ewS € Uy
alsym uoeddde 1o asea 10y suonesedasd Aeids asn {8 ]¥eam | 10 Wead Ajep sauwuyy {219 "'winzujeg
{unys A} snGanbe Ajep a3 1o 3sn 18nBal BumOo|[O) Yo Ul uononpal payiey -7 Ajeiaqy ‘aseqoudig "wean
S1S01x 1 Arenadsa INIT LSHId AIANIWINGDTY ey upys Ap yna stuaied SISARIp |2 40 1IN0 g Apnis pajjolucoun ue uy  paidde "jexdo)]  snoanbe) sjuaiiows

sjuauneas) (euiaa pue |exdo)

530N SSAUIAIPIDYR JO IUIPIAZ asoq Bnug

spuaned @y w snunid 104 sjualness) pasodosd £°¢ sfqeL



$129}}8 3SI9ApS OU papoda) S21pN)s Yylog

[£91]s%204 {7 JOy SIsAsiein Laye Appaam 321w B gop

uuadeqed yum palea) oYl Ul S3103s Ya1I Ul LOIDARSI JUed

18 38 1 35N 0} Jou 3jqespud 51 sisAeIp Inoypm QXD -1pubIs Aj[eansners sea a3yl SAUIWESI-1UE O} dMsUodsaaun

G 2015 Ul "Sas0p MO| A3 UL PUE LONNED UM SN QNI S UL Yuim sjuaied S.SARIpOWaRY HE 4O 1Y PUIG-2KgnOp € )

pue p a6e1S 3ABY CyM paskieIp 10U asoy) [Z91L]s48am p 10}
i Ajprdes solenuinddy sishjeip seye Aluo usalb aq pinous  siskeip Buimalio) Ayeam axuyl unuasdeqeb yim pajeas asoy)
PUE 'SISAIZIP UC S50Y) Ui UONINP3 350p |eNUelsqNs Spaay Ui 53035 UD1T Ul U INpad Juesiubis Ajjediisiies sem a1y} SUOISSaS SISARIP
SINIILYd SISATVIO HOJ QIANAWNODIY YU yum spusied sisfjeipowsey ¢z 1o |3Y puyg-a|gnop e uj 1Yye bW O0F-00L ujuadeqen
[LgL]™Rem 9
10 U0 Yum Judwea.l Buimoyjoy smunid ul uoingpal 01 > 409
pey siuaned sisAieipowsey a1 1g 'Apn)s pajjonuodUn ug Ul 11 sp1y sph B Junuesuayd o

[09 L ]sutpeuapa) yum
b te  Juaunean Buimopoy snjunid Jo uoissiwal pamoys swusned £z

Alleadsa ‘51330 SAILEPaS N1AY) 1o} ANsow |nyasn ag Ay 40 3100 @ ‘UBISIP I3AC-5S0UD 'Oy PUNq-I[NOR € uj . {01 memom.

SIHL 14QddNS ‘suone|ndod aseasip Jaylo Jyows) po bwi oy auizuED
1ON $30d IDNIAIAT HONOHLV SININVLISIH - wouy pajejodei)xe 1 asn ISy 10} 3jeuoiies 2yl JO Yanw pue 58 yons
-ILNY 2SN 01 32ML0%Hd TvDNITD AINIBHND SI L) “Ayueds 51 smunid o) sSUILBSIY-UR §o 133d581 Ul 3uSpIA3 SHUILLIBYSIY-IIUY
Adesayy nwansis

[66 | ]snusnid 41343 Jo UONNOsaI

pey fle uiu -7 Jo Apjasm sauny € 481 gAN IO VAN

uanib syuaned sisdeip £ | "ApNIS paJIONUOILN Ue U}

[8S1°£51]5%99m ¢

s1oaye uuel-Buol buipieba) Alenasun Swos 10§ Apj9as 8D1M] JUSWIESI] AN J81e parosdun
T1AVTIIYAY ATIVIOT 4 AIANIWWODIY syuaned sisjeIp g€ Jo 1no zg ‘Apnis pajjonuosun ue uj W6 gAn
saloN SSBUDANDAYA JO AJuapAl asoq Brug

swaned @D W smund 1oy suswledls pasedold (PRNUNUOY) 7 ajqel



5-HT3 receptor antagonists,

such as:

Ondansetron 2-8 mg bd
Granisetron 1 mg bd
Naltrexone ‘50 mg dady

In a double-blind RCT with cross-over design,

17 haemodialysis patients with pruritus of all levels of seventy were
given ondansetren B mg tds, and both placebo and treatment groups
showed benefit with no statistically significant difference[164]

In an uncentrolled study, 11 dialysis patients with moderate to severe
pruritus were given ondansetron 4 mqg bd and all responded within

2 weeks[63]

in a double-blind RCT with cross-over design,

16 haemodialysis patients with persistent pruritus were given
ondansetron 8 mg tds for 2 weeks, and pruritus scores did not
change during treatment in erther control or treatment groups(1865]
in an uncentrolled study of 14 haemodialysis patients with prurtus,
granisteron 1 mg bd was given for 4 weeks, with significant
reduction in itch from the first week of treatment(166)

In a double-blind RCT with cross-over design, 15 haemodialysis
patients with severe prusitus were given naltrexone 50 mg dady for

1 week. Pruritus improved following naltrexone, within the first 48 h
of treatment(167]

In a double-blind RCT with cross-over design,

23 dialysis pts with moderate to severe pruritus were given naltrex-
one 50 mg daily for 1 week. Pruritus reduced in both treatment and
control phases with no statisticatly significant difference. The level of
adverse effects was high, with gastrointestinal side effects occuriing
in 10 out of 23 patients|{168]

Naloxone has also been proposed, but only case study evidence
exists[169)

NOT RECOMMENDED

A few very small trials undertaken with
conflicting results, and the RCTs in particular
suggest no benefit. It could be considered in
those with co-existing nausea since it is an
effective anti-emetic 1t is highly constipating
{laxative should be co-prescribed).

NOT RECOMMENDED

Evidence 15 conflicting and based on small
studies, with concern about adverse effects
Opicid antagonists also cannot be given if
opioids are to be used for pain management
Opiocid receptor imbalance may become more
relevant only in severe pruritus[170] and this
may be one of the reasons for conflicting
evidence

{Continued)
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Table 7.4 Proposed treatments for restless legs in CKD patients

Drug Starting dose Evidence of effectiveness Notes
Co-careldopa 12.5 mg/S0 mg  in a double-bling RCT cross-over study, RECOMMENDED
{levodopa with  od 11 uraemic patients had improved RES may become, over
carbidopa) sleep, quality of life, and reduced move- time, worse in 80% of
ments on levodopa 100-200 mg od cases (augmentation).
with no adverse effects(177] This correlates with
In an RCT with just five haemodialysis  greater accumulated
patients, there were reduced dose of L-dopa. so treat
mavements and improved sleep on with lowest dose for

levodopa/carbidopa {25/100 mg}{178]  shortest duration.
'n an uncontrolled study, ight haemo-

dialysis patients on 25/100-25/250 mg

of levodopa and carbidopa had reduced

perception of RLS[179]

Dopamine In an RCT, cross-over design, with RECOMMENDED
agonists: 11 haemodialysis patients, ropinirole Nausea common with
Pergoiide 25 pg od was better than levodopa m controlling  pergolide, but in _
the symptoms of RLS[180] general augmentation 15
Pramipexole 88 p tds in a uncontroled study, the RLS less likely to occur with
Ropinirole 250 pg 1ds symptoms of 10 haemodialysis patients  the dopamine agonists
improved with pramipexole[181] than with levodopa, and
In a double-blind RCT, 16 haemodialysis  the side effects may also
patients with RLS had benefit from be less
pergolide, nausea and nightmares were  Long-term use may be
noted adverse effects(182] precluded by restrctive

cardiac valve disease and
puimonary fibrosis[74]

Clonazepam 250-500 pug od  In an uncontrolled study, 14 out of CONSIDER iF
15 patients with end-stage renal disease OTHER TREATMENT
benefited from clonazepam 1-2 mg INEFFECTIVE OR
daily[183] CONTRAINDICATED
Can cause day-time
sleepiness and cognitive

impairment
Gabapentin 100-400 mg In a controlled study comparing RECOMMENDED IN
(post dialysis) levodopa and gabapentin, with DIALYSIS PATIENTS
15 haemodialysis patients, gabapentin - Needs substantial dose
was morereffective[184] reduction in those on
In a double-blind RCT with cross-over,  dialysis, and should be
comparing placebo and gabapentin, given only following
in 16 haemodialysis patients, gabapentin  dialysis. Accumulates
was more effective[185] rapidly in thase not

dialysed who have Stage
4 and 5 CKD, use with
cautign and 1n very low
doses. In Stage 5 CKD
without dialysis, 1t is
preferable not to use it
at all.
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7.6 Conclusions

For people with CKD, symptoms can arise directly from the renat disease itself, as a consequence
of dialysis, or from co-morbid conditions {particularly in older patients). For any single individual,
it is often a combination of causes which centributes to their overall symptom burden. Fatigue,
itch, pain, and breathlessness are highly prevalent, and other physical symptoms (such as restless
legs, muscle cramps, headaches, and dizziness) are particularly characteristic of renal disease.
Mild psychological symptoms are also frequent in this population, and formal depressive illness -
although seen less often — is notably more frequent than in the age-matched general population.

This chapter highlights the importance of regular and routine symptom assessment as an
integral part of clinical practice. Symptom measures have been briefly reviewed, and the impor-
tance of assessing the whole range of symptoms underlined. Two symptom measures, the DSI
and the renal version of the POSs module, are presented. Pharmacological management of symp-
toms is discussed in detail, since this is one of the most challenging aspects of the care of those on
dialysis, withdrawing from dialysis, or managed conservatively, without dialysis. Although the
emphasis has been on pharmacological management, it should be stressed that psychological,
social, and spiritual aspects of management are also important, especially towards the end of
life. It is for these reasons that care of renal patients is best managed with multi-professional
teams, including counsellors and psychologists, occupational and physiotherapists, dieticians,
and chaplains, and most importantly, professionals with both nephrology and palliative care
skills.
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Review

Management of pain in chronic kidney disease

Sara N. Davison, Charles . Ferro®

‘Division of Nephrology and Immunology, University of Alberta, Edmonton, Alberia, Canada
*Department of Renal Medicine, University Hospital Birmingham NHS Trust, Edgbaston, Birmingham, UK

Pain is a significant problem for a substantial number of chronic kidney disease (CKD) patients
which often goes unrecognized. The World Health Organization analgesic fadder and basic
pharmacological principles can be used as a template for the assessment and treaiment of pain in
CKD patients. This review examines pain management principles for patients with CKD.

Keywords: paim, 0pioids, end-of-lifa care, end-stage renal dissase, palliative care

A growing body of literature demonstrates that
approximately 50% of chronic kidney disease (CK.D)
patients experience chronic pain, with as many as 82%
reporting this pai_n as moderate to severe in intensity.’?
In fact, the numiber and severity of pain and other
symptoms reported by end-stage rena! disease (ESRD)
patients, whether they be treated with dialysis or
managed conservatively (without dialysis), is similar to
that reported by many cancer patients in palliative care
settings* Unfortunately, pain in CKD is both under-
recognized® and under-treated.” This review will

examine pain management principles for patients with
CKD.

Impact of pain on health-retated quality of life

Chronic pain is associated with psychological distress,
depressive disorders, substantial limitations in work,
family, and social life, and excessive use of the
healthcare system. Recent research has confirmed the
tremendous psychosocial burden of pain in CKD
Patients. &1 Dialysis Ppatients with chronic pain are 2-3
times more likely to suffer from insomnia and
depression than patients without chronic pain.”
Symptom burden accounts for 29% of the impairment

Cf:f_?tfﬁpondence lo: Sara N. Davison, Asscciate Professor of Medicine,
Division of Nephsalogy & Immunology. 11-107 Clinical Sciances Building,
Edmontan, Alberta T6G 2G3, Canada

Tal: +1 780 407 8716, Fax. +1 780 407 7678;

E-mail: sara.davison®@ yajbara ca

Pragress in Palliakive Cave

2008 wvol17 MNo4

in their physical health-related quality of life (HRQL)
and 39% of the impairment in mental HRQL!
Similarly, changes in symptom burden have been
shown to account for 34% of the change in physical
HRQL and 46% of the change in mental HRQL in
haemodialysis patients.'> These findings reinforce the
importance of integrating effective clinical approaches
10 pain management in the care of CKD patients.

In CKD, pain is often experienced in the context of
multiple, debilitating symptoms such as anorexia,
fatigue, nausea, insomnia, pruritus, anxiety, and
depression as well as end-of-life issues, all of which
may interfere markedly with psychosocial and physical
coping Strategies. Pain management is unlikely to be
successful unless these other issues are also
addressed.™

Causes and categorization of pain

Pain in patients with CKD may be due to the primary
renal disease (eg. polycystic kidney disease),
concurrent co-morbidity (eg. diabetic neuropathy or
peripheral vascular disease). or disease consequent
upon renal failure {e.g. calcific uremic artericlopathy
[CUAY} or renal bone disease). Pain may also result
from the treatment of ESRD {e g. osteomyelitis [rom
central lines and ischaemic neuropathies from
arteriovenous fistulae). Patients on peritoneal dialysts
often contend with lower back strain from abdominal
distension and haemadialysis patients may experience
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Table 1 Barriers to adequate pain management in CKD

Lack of recognition of the problem

Lack of research/knowledge

Altered pharmacokinetlcs and
pharmacodynamics of analgesics

Adverse effects of analgesics

Co-morbid disease

Lack of training In pain management

Limb preservation

Patients under-report pain. Nephrology staff under-recognize the prevalence, severity
and impact of pain in CKD

Studies of the pattern and types of pain seen In CKD are needed in addition to those
evaluating the efficacy of analgesia with particuiar reference fo the toxicity in this
group of patients

CKD patients are much more likeiy to experience adverse effects to analgesics. The
pharmacckinetics and pharmacodynamics of most analgesics in CKD are unknown

Adverse effects of analgesics are Mimicked by uremic symptoms and may result in the
inappropriate withdrawal of analgesics

CKD patients are frequently on multiple drugs with the consequent increase in risk of
adverse drug interactions

Pain evaluation and management have not been a focus of training in renal medicine

Efforts to preserve a limb or defer high-risk surgery results in on-going ischaemic pan

recurrent cramps or headaches while on dialysis.!-!5'¢
Patients frequently have more than one cause of pain.!

Categorizing pain helps the physician choose
appropriate drug and non-drug therapies. Nociceptive
pain results from tissue damage that stimulates
sensory receptors. Pain is characteristically fell at the
site of damage and may be described using terms such
as sharp or like a knife (eg. joint pain in dialysis-
related amyloid arthropathy, flank pain from capsule
distension in polycystic kidney disease) or dull, poorly
locahized pain (eg. gut ischaemia). Generally,
nociceptive pain responds well to opioids.

Neuropathic pain results from damage to the
nervous system, either at the site of damage or at the
level of the dorsal horn. Common descriptors include
burning, shooting, and stabbing. It characteristicaliy
occurs in an area of abnormal sensation, and may be
felt at a site distant from its cause. [t may be associated
with episodes of spontaneous pain, hyperalgesia, and
allodynia. The pain of peripheral neuropathy and
phantom limb pain belongs in this category.
Neuropathic pain may be poorly responsive to opioids
or require doses for analgesia that are associated with
unacceptable toxicity Adjuvant analgesics such as
antidepressants and anticonvulsants are often
required. Many causes of pain are of mixed type (e.g.
ischaemia, CUA).

Barriers to adequate pain relief

Despite what appears to be an increasing prevalence of
chronic pain, analgesic use in ESRD has decreased
over the last few years. The Dialysis Outcomes and
Practice Patterns Study (DOPPS) compared analgesic
use in 1997 to 2000 for 3749 dialysis patients in 142 US

facilities.” The percentage of patients using any
analgesic decreased from 30% to 24%. Opioid use
decreased from 18% to less than 15% and
acetaminophen use decreased from 11% to 6%. Of
patients with pain that interfered with work, 74% had
no analgesic prescribed. These findings are consistent
with other reports where 35% of haemodialysis
patients with chronic pain were not prescribed
analgesics despite the vast majority experiencing
moderate or severe pain and less than 10% were
prescribed strong opioids.'

The high prevalence of unrelieved pain is not
unique to CKD. Inadequate pain assessment,
reluctance of the patient to report pain, fear of
addiction, and lack of staff time and training in the
basic principles of pain munagement have been
identified as barriers to adequate pain management in
cancer patients.'” These also apply to CKD; however,
there are additional challenges in pain management in
CKD (Table 1).

Evaluation of pain

Evaluation starts with a pain history that includes
documentation of sites, severity, and postulated
causes, previous measures of pain relief, their
effectiveness, and toxicity, and the effects on
psychosocial and spiritual issues. Pain can be recorded
using simple, unidimensional pain measurement tools
such as visual analogue scales and verbal/numerical
rating scales. More sophisticated multidimensional
tools, such as the M¢Gill Pain Questionnaire (MPQ)'®
or the Brief Pain Inventory (BPI),” incorporate
quality-of-lifc questions. Recently, global symptom
assessment lools, developed for advanced cancer
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hyperkalaemia. The major limitation of NSAIDs is
gastrointestinal toxicity and there may be an increased
risk of bleeding in patients with CKD. Selectivity for
cyclooxygenase-2 (COX-2) reduces the risk for peptic
viceration but does not lessen the risk of other adverse
effects and studies have suggested that there might be an
increased risk of myocardial infarction.’* NSAIDs can
be used in conjunction with acetaminophen but their use
in CKD is best reserved for specific indications of acute
pain such as gout or renal colic.#4

WHO analgesic ladder: Step 2

Codeine is metabolized in the liver to form
morphine and norcodeine.’ The active metabolites are
renally excreted and accumulate in patients with renal
impairment.**® There have been several case reports
of prolonged narcosis and respiratory depression in
natients with renal impairment following ingestion of
codeine, even at trivial doses.*®*! This appears to be an
idiosyncratic phenomenon with some patients able to
tolerate regular doses of codeine for prolonged
periods without experiencing toxicity. We advise
caution with chronic use of codeine in CKD patients
and suggest limiting doses to = 120 mg/day.

Oxycodone is a semisynthetic opioid*® with a similar
analgesic and side-effect profile to morphine® 1t is
metabolized in the liver to noroxycodone and
oxymorphone (analgesic but of unknown importance
clinically), both of which accumulate in dialysis
patients.*® Less than 10% is excreted unchanged in the
urine®® In a single case study, oxycodone and its
metabolites were reduced by dialysis, but without loss of
analgesia.”” However, another case report demonstrated
respiratory depression in a dialysis patient who received
5 mg of oxycodone 6 times a day for 8 days. The patient
needed a 4-day naloxone infusion.® There are no long-
term studies of chronic use in CKD and the conflicting
case reports mean there is insufficient evidence currently
for a recommendation

Tramadol, a centrally acting analgesic, exerts its
actions through agonism of the p-opioid receptor and
inhibition of noradrenaline and serotonin re-
uptake.®%® Tramadol may induce fewer opioid side-
effects for a given level of analgesia compared with
traditional opioids.>'? Only 30% of the analgesic
action can be antagonized by naloxone.’® Tramadol is
metabolized in the liver to O-desmethyl tramadol
(M1} which has a higher affinity for the p-opioid
receptor than the parent drug,® but its slow
production results in very low and clinically
insignificant plasma levels. About 90% of tramadol
and its metabolites are excreted in the urine, with 30%
as unchanged tramadol.* Adjustments are required in

Davison & Ferro Management of pain in chronic kidney dispase

patients with renal impairment.® Patients with a
creatinine clearance of < 30 ml/min or on dialysis
should receive a maximal daily dose of 200 mg.* If
clearance is < 15 mi/min and patients are not being
dialyzed, the maximum recommended daily dose is
100 mg (e.g. 50 mg b.i.d.).

WHO analgesic ladder: Step 3

Morphine is extensively metabolized by hepatic
biotransformation with 5-10% excreted unchanged in
the urine. Morphine-3-glucuronide (M3G) and
morphine-6-glucuronide (M6G) are the active meta-
bolites: M6G is approximately twice as potent an
analgesic as morphine,¥ accounting for a significant
proportion of morphine’s analgesic actions with chronic
administration.” % Both these metabolites are excreted
by the kidney and accumulate in renal failure.s! 6
Chionic administration of morphine is associated with
significant toxicity in patients with CKD and, therefore,
not recornmended.

Hydromorphone is 5-7 times more potent than
morphine foliowing oral administration,”” but may cause
less prurtus, sedation, and nausea than morphines
Hydromorphone is primarily metabolized in the liver to
hydromorphone-3-glucuronide (H3G) which is excreted
in the urine.

A study of 12 anuric haemodialysis patients® showed
that chronic administration of hydromorphone did not
substantially accumulate, most likely due to rapid
metabolism to H3G. These patients had been taking a
mean daily dose of 20 mg for a mean of 9 months.
Conversely, H3G accumulated between dialysis
treatments but appeared to be effectively removed during
hemodialysis. Importantly, hydromorphone resulted in a
65% reduction in pain over dosing intervals and no
clinically significant opioid toxicity was observed. The
accumulation of H3G between hemodialysis treatments
appeared to be associated with greater sensory-type pain
and reduced duration of analgesia suggesting a role of
H3G in antagonism of hydromorphone analgesia in
patients with CKD. While hydromorphone may be a
safe, well tolerated, and effective in selected dialysis
patients, it may not be as effective or as well tolerated in
conservatively managed, non-dialysis patients or during
the final days of life following withdrawal from dialysis.
A retrospective audit™ and our own clinical experience in
dialysis patients support the notion that hydromorphone
1§ better tolerated than morphine when normal release
preparations are used (see Table 3 for dosing suggestions).

Methadone is a synthetic opioid.” Clinically, it is
used as a substitute opioid in the management of
dependence and as an alternative opioid in cancer
pain,” where some believe it may be more effective for

Progress in Patliative Care 2009 Vol 17 No 4
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Table 2 Principles of analgesic dosing

When pain is continuous, analgesics should be given regularly. Additional ‘breakthrough’ medication should

By mouth Whenever possible. drugs should be given orally
By the glock
be available on an ‘as needsd’ (PRN) basis
By the ladder Use the World Health Organization (WHQ) analgesic ladder
For the individual

causing unacceptable side-effects
Attention to detall

There is no standard doss of strong opicids. The 'right dose' is the dose that relieves the patient's pain without

Pain changes over time, thus thers is the need for assessment and re-agsessment until pain relief is achieved

patients, have been adapted and.validated for use in
CKD patients: the modified Edmonton Symptom
Assessment System (mESAS),*? the Memorial
Symptom Assessment Scale Short Form (MSAS-SF),
renamed the Dialysis Symptom Index (DSI},*® and
the modified Patient Qutcome Scale — symptom
module (mPOSs).* An advantage of utilizing tools
common to other patient groups is that relevant and
useful comparisons can be made. The mESAS is a
simple tool that consists of visual analogue scales with
a superimposed 0-10 scale for 10 commonly
experienced symptoms, including pain. It has the
advantage of being simple, quick, and easily
understood by both staff and patients and can be
successfully used in patients even as they approach
death. The mPOS8s includes 17 common symptoms
and assesses the degree symptoms affect activities and
concentration. The DSI looks at 31 symptoms.

The principles of pain management in CKD

Five principles of analgesic dosing are summarized in
Table 2. The World Health Organization (WHOQ) advo-
cates a step-wise approach to analgesic therapy (Fig. 1) for

Freedom from pain

3 5 v [)
Pain persisting or increasing
£ R e e 5 it e
2 Lty
Pain persisting or increasing
1 Ol 3

Figure 1 The WHO analgesic tadder
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malignant cancer pain. It has been used widely for non-
malignant pain and there is preliminary evidence to
suggest that this pharmacological approach to pain
management may be appropriate and effective in CKD?
Initial analgesia is selected according to the severity of
pain, starting at the lowest appropriate level. The drug
should be used at its full, tolerated dose before moving to
the next level, If ineffective, it is unlikely that another
drug from the same step will be effective and generally it
is necessary to proceed to the next step. Step 1 analgesics
at full dose can be added to Step 2 or Step 3 drugs
Adjuvant analgesics can be added to all three steps for
specific indications, such as neuropathic pain.

In view of the potential for toxicity, short-acting
rather than long-acting preparations should be used
until stable pain relief has been achieved. Adverse
effects of strong opioidsiare sufficiently common to
prevent effective analgesia and patients’ should be
warned of these and informed of the steps that can be
taken to prevent or treat them at the time of opicid
initiation. Tolerance to some adverse effects occurs
after some days if doses are titrated slowly.

Choice of analgesic and dosing in CKD

Many analgesics and their metabolites are excreted by
the kidney. Several handbooks provide guidelines for
dose adjustment in renal impairment.?* Data for
recommendations are derived from case series Or
model-dependent changes in clearance, half-life, and
volume of distribution.?# Consequently, guidelines
are driven in large part by expert opinion and should
be regarded only as useful approximations.

WHO analgesic ladder: Step 1

Acetaminophen is metabolized by the liver with onl}
2-5% excreted unchanged in the urine and does a0
require dose adjustment in CKD. It is considered th
non-narcotic analgesic of choice for mild-to-moderat
pain in CKD patients.®

Non-steroidal anti-inflammatory drugs (NSAIDs
can cause irreversible reduction in GFR ¥ sodiuf
and water retention aggravating hypertension,** an
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Table 3 Doskng suggestions for WHO analgesic ladder Step 3 oploids In dialysis patients

. Start at & low dose, especially if opicld naive; hydromorphone 0.5-1.0 mg &-hourly and PRN

g If tolerated, increase frequency to 4-hourly within 24 h if needed

. Titrate dose upwards svery 24-48 h according to the number of PRN doses nesdad

. 1 6 or greater doses are required per 24 h, stop regular hydromorphone and replace with transdarmal fantanyl 12 pg/h,

. Continue using PRN hydromorphone

¢ Continue dose titration upwards if needed, remambering to increase the dose of hydromorphone for breakthrough

pain if the patch size increases

s Alternative to fermanyl (if 24-h opioid requirement < 12 pg/h or non-dialysis patient) low-dose transdermal buprencrphine

starting at 5 ug/

. If famitiar with prescribing methadone for pain consider methadona. There are severaf ways of switching a patient to
methadons. One technique is to start patients on & low doss {e.5. 1 mg t.i.d.} and titrate upwards as needed every few days
with gradual reduction of previous opiold. Hydromorphone should be available for breakthrough pain

. Monitor closely for toxicity

neuropathic pain than other strong opicids because of its
NMDA receptor antagonism. Methadone has high oral
bioavailability and is extensively distributed in the tissues
where it accumulates with repeated dosing. Slow release
from the reservoirs in the tissues can result in prolonged
pharmacological action of up to 60 h.™7 It is excreted
mainly in the feces, with metabolism into pharmaco-
logically inactive metabolites primarily in the liver,
although ~20% is excreted unchanged in the urine.™ It
does not appear to be removed by dialysis; " however, in
anuric patients, methadone appears to be exclusively
excreted in feces with no accumulation in plasma.™ These
factors would suggest that methadone may be an
appropriate analgesic for use in CK.D.

Meperidine (Pethidine) is metabolized in the liver
mainly to norpethiding, which has twice the
proconvulsive activily as its parent compound™ and
accumulates in patients with renal impairment.® It
should be avoided in CKD patients.

Fentany! is a potent synthetic opioid with a short onset
time and relatively short half-life.® Fentanyl has a lower
incidence of constipation and affords greater
cardiovascular stability than morphine.? Fentanyl has
poor oral bioavailability; it is usually administered
intravenously or transdermally. The latter is only suitable
for stable pain or to provide background analgesia while
dose titration takes place with a short-acting opioid. There
15 also extensive experience of subcutanecus use in the UK
for end-of-life care for renal patients. It is rapidly
metabolized in the Yver, with only 5-10% excreted
unchanged in the urine.® Its metabolites are considered to
be inactive. There does not appear to be clinically
significant accurulation of fentanyl when administered to
patients with rena} impairment.2#-% A number of buccal
preparations of fentanyl are being developed to contribute
to the management of breakthrough pain.
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Tabie 4 Topical analgesics

Topical NSAIDs

These can provide sffective pain refief with & number needed-lo-
treat (NNT) of 3. for 50% pain relief.'® Topical NSAIDs do not
appear 1o be associated with sericus side-effects. Where pain is
present in jointa or non-ulcerated skin, this may be a useful
alternative to oral administration

Topical capsailcin

Capsalcin is an alkaloid from chillies that can deplete substance
P, which is thought to be associated with the transmission of
painful stimuli in local sensory nerve endings. A meta-analysis
showed a number needad-to-treat {NNT) of 4 in diabetic
neuropathy when compared to pltacabo and similarly a NNT of 3
in osteoarthritis.’™ Although not as effective as anticonvulsants,
it has towaer toxicily

Topical opicids

In the presence of inflammation, peripheral opioid receptors are
rectuited vary rapidly.'® The presence of inflammation appears
to be essential for the efficacy of topical morphine'®

AMentanil, a derivative of fentanyl, about one-
quarter as potent, is extensively metabolized in the
liver'to inactive compounds. Compared to fentanyl, it
has a smaller volume of distribution and a shorter
terminal half-life leading to less accumulation.®! When
doses greater than 600 pgf24 h of subcutaneous
fentanyl are required, alfentanil can be administered
more easily because a smaller total volume is required.
Intranasal or buccal administration can be used for
breakthrough pain or when additional analgesia is
required for short periods such as dressing changes.®

Buprenorphine is a semisynthetic opioid with a long
duration of action that can be administered
sublingually or via a transdermal patch.® It is 30-60
times as potent as oral morphine when given
sublingually®# Because of the avidity with which
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Table 5 Adjuvant drugs in neuropathic pain

TriCYCLIC ANTIDEFRESSANTS
Amitriptyline
Renal handling Metaholized in the liver {cytochrome P-450); < 5% excreted unchanged in the urine
Unaffected by dialysis
Common side-effects Antihistaminic: sedation. Anticholinergic: dry mouth, blurred vision, constipation,

urinary retention. Central effects: fatigue, dizziness, weakness, tremor, confusion,
postural hypotension
L ess common, but important, side-effects Conduction disturbances, especially tachyarrythmias, Weight gain. Reduced libiklo

Conlra-indications Glaucoma. Concurrent MAQIs. Recent myocardial infarction.
Multiple drug interactions

Dose schedule 10-25 mg ghs, increasing every few days to symptomatic relief or toxicily (rarely
need to use more than 75 mg)

Comments Lowers seizure threshold. Dose alteration not usually necessary in renal failure,
though may be pooriy tolerated

Desipramine

Renal handling Metabolized in the liver {cytochrome P-450%, < 5% excreted unchanged in the urine.
Unaffected by dialysis

Common side-effects Antihistaminic: sedation, Anticholinergic: dry mouth, blurred vision, constipation,

urinary retention. Central effects: fatigue, dizziness, weakness, tremor, confusion,
postural hypotension
Less common, bul important, side-effects May have fewer cardiac adverse efiects than amitriptyline, especially in the elderly

Contra-indications Glaucoma. Concurrent MAQIs. Recent myocardial infarction.
Muitiple drug interactions
Dase schedule 100—200 mg ghs
Comments Lowers seizure threshold. Dose alteration not usually necessary in renal failure,
though may be poorly tolerated
ANTICONVULSANTS
Carbamazepine
Renal handling Metabolized by liver
Common side-effects Anorexia, nausea, vomiting, ataxia, headaches, dizziness, drowsiness, visual

disturbance — may improve with continued treatment
Less cormmon, but important, side-effects  Fluid overload due to antidiuretic action. Interaction with warfarin and oral
contraceptive pill

Contra-indications Concurrent MAGIs
Dose schedule 200 mg daily increasing weekly to effectiveness or toxicity or & maximum
dose of 1800 mg
Comments Effect may occur within 2-3 days. Plasma concentrations reduced by other
anticonvulsants
Valporic acid
Renal handiing Metabolized by the liver and eliminate via the kidneys
Common side-effects Gastric irritation, nausea, tremor, ataxia, drowsiness, weight gain .
Less common, but important, side-effects  Liver toxicity
Contra-indications Acute liver disease, family history of severe hepatic dysiunction, porphyria
Dase schedule 200 mg daily increasing by 200 mg to pain ¢ontrol or a maximum dose of 1000 mg
Comments Well tolerated. Interaction with other anticonvulsants
Gabapentin
Renal handling Excreted unchanged by the kidney. Accumulates in renal impairment
Common side-effects Drowsiness, dizziness, ataxia, fatigue. Need to watch closely for signs of toxicity
Less common, bul imporlant, side-effects  Instability of blood glucose in diabetics. Antacids reduce absorption
Contra-indications Lactation
Dose schedule Creatinine clearance < 15 mlimin 300 mg daily, dose after haemodialysis
Comments Withdraw dose gradually over 1 week
Pregabalin
Renal handiing Excreted unchanged by the kidney. Accumulates in renal impairment
Common Side-effects Drowsiness, dizziness, ataxia, fatigue. Need to watch closely for signs of toxicity

Less common, but important, side-effects  Instability of blood glucose in diabetics. Antacids reduce absorption. Weight gain
Contra-indications
Dose schedule 25 mg p.o. qbs, increase every few days to a maximum of 150 mg ghs if creatinine
clearance 15—30 m{min, and a maximum of 75 mg ghs if creatinine clearance
< 15 ml/min; dose after haemodialysis

Comments Withdraw dose gradually over 1 week
Clonazepam

Renal handliing

Common side-effects Sedation

{ ess common, but important, side-effects

Contra-indications

Dose scheduie 0.5—-1 mg yhs, gradual increase to a maximum of 2 myg daily
Commenis Simple to administer, evidence of efficacy in one study

MAQI, monoarnine oxidase inhibitor.
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analgesics from al! three steps of the WHO analgesic
ladder.

Summary

Pain is a significant problem for a substantial number
of CKD patients which often goes unrecognized. The
WHOQO anaigesic ladder and basic pharmacological
principies can be used as a template for the assessment
and treatment of pain in CK.ID patients. There is much
still o be leamed about the handling of opioids for
those needing chronic administration and highlights
the need for on-going research and clinical attention in
this area of nephrology.

References

Davison SN. Pain in hemodialysis patients: prevalence, cause,
severity, and management. Am J Kidney Diy 2003; 42: 1239-1247.
Weisbord 5D, Fried LF, Arnold RM ef af. Prevalence, severity, and
importance of physical and emotienal symptems in chronic
hemodialysis patients. J Am Soc Nephrof 2005; 16: 24872494
Murphy EL, Murtagh FE, Carey 1, Sheerin NS Understanding
symptoms in patients with advanced chronic kidney disease
managed without dialysis: use of a short patient-completed
assessment tool Nephron Clin Pracet 2008; 111: ¢74-—80.

Davison SN, Jhangrt GS, Johnson JA. Cross-sectional validity of a
modified Edmonton symptom assessment System in dialysis
patients: a simple assessment of symptom burden. Kidney Ine 2006;
69: 1621-1625.

Saini T, Murtagh FE, Dupont PJ, McKinnon PM, Hatfield P,
Saunders Y. Comparative pilot study of symptoms and quality of
life in cancer patients and patients with end stage renal disease.
Palliat Med 2006, 20: 631-636.

Weisbord SD, Fried LF, Mor MK et al. Renal provider recognition
of symptoms in patients on maintenance hemodialysis Clin Jf Am
Sae Nephvol 2007; 2: 960-967.

Bailie¢ GR., Mason NA, Bragg-Gresham JL, Gillespie BW, Youny
EW. Analgesic prescription patterns among hemodialysis patients
in the DOPPS: potential for underprescription. Kidney fnr 2004;
65: 24192425

Davison SN. Chronic kidney disease: psychasocial impact of
chronic pain. Geriatrics 200°7; 62: 17-23.

Kimme! PL, Emoni SL, Newmann JM, Danko H, Moss AH.
ESRD patient quality of life: symptoms spiritual beliefs,
psychosocial factors, and ethnicity. Am J Kidney Dis 2003; 42:
T13-721.

Valderrabano F, Jofre R, Lopez-Gomez JM. Quality of life in end-
stage renal disease patients. Am J Kidney Dis 2001; 38 443-464.

. Patel 88, Shah VS, Peterson RA, Kimmel PL. Psychosocial

variables, quality of life, and rehgious beliefs in ESRD paticnts
treated with hemodialysis. Am J Kidney Dis 2002; 40 1013-1022.
Davison SN, Jhangn GS. The impact of chronic pain on
depression, sleep, and the desire to withdraw {rom dialysis in
hemodialysis patients. J Pain Sympitom Manage 2005, 3 465-473.
Davison SN, Jhangri GS, Johnson JA Longitudinal validation of &
modiflied Fdmonten symptom assessment System (ESAS) in
haemodialysis patients. Nephrol Diel Transplant 2006, 21
3189-3195.

World Health Organization. Cuncer Pun Relief: With a guide to
opioid availability, 2nd edn. Geneva: WHOQ, 1996

Binik Y M. Baker AG, Devins GM, Guttmann RD. Pain, control
over treatment, and compliance in dialysis and transplant patients.
Kidney Int 1982, 21: 840-848.

Parfrey PS. Vavasour HM. Bullock HM, Gault M1, Clinical
features and severity of non specific symptoms in dialysis patients.

20

21,

22

23,

25.

27.

28,

29,

3.

32,

33

35.

36.

¥

338,

39

40,

41

42

. Kleinknecht D, ]andais P, Goldfarb

Davison & Ferro Management of Pain in chronic kidney disease

Nephron 1988; 50: 121-128.
Anderson KO, Mendoza TR, Valero V e+ af.
pauents and their providers: Puin mana
practice. Cancer 2000, 88 1929-1938
Mel_zack R. The McGill Pain Questionnaire: m
scering methods. Pain 1975; 10 277-299,
Da_\ut R_L, Cleeland £S5, Flanery RC. Development of the
Wisconsin Brief Pain Questionnaire to assess Pain in cancer and
:\t{h;x}'} dl‘(i;d;eg.. Fain 1983 17: 197-210.
kdealy , Fried LF, Arnold RM i
SYMpLom assessment instrument for .:hrof:f e 2
the Dialysis gym
226 240.
Barakzoy AS, Moss AH. Efficacy of
Qrgamzation analgesic ladder to treat pain
dCl:easebeJ AE; Soc Nephrol 2606, 17 31983203,
ambers EJ, Germain M, : f
Renal Patiens, Oxf:E: Oxfo;ml}vnl;vfrs(i?;sl)’rf:‘::p;{;&w Care for the
?n_:;noff GR, Berns JS,_Brier M et al. Drug Prescribing in Renal
p;; ;}:;n:t?g 9§fln Philadeiphia, PA- American College of

Minority cancer
Eement attitudes and

ajor properties and

ic hemodialysis patients:
ptom Index. J Pain Symptom Manage 2004, 27

the World Health
in end-stage renal

- Ashley C, Bunn R The Renal Drug Handbook Oxford: Radeliffe

Medical Press, 1999,
Vidal L Shavit M, Fraser A, Paul M, Leibovig) L. Systematic
companson of four sources of drug information regarding
ginstmenl of dose for rensl fonction. AL/ 2005; 331 263
ennavasin P, Brater DC. Nomograms for dm :use {n I
. . I
d:slease. Clin Pharmacokiner 1981; 6: 193-214. s e
Mlchaci_K:A. Mohler JL. Blouin RA, Lucas BA, Rapp RP. Failure
of cre?tmme clearance to predict gentamicin hall-fife in a renal
transplant patient with diabetes mellitus. -
e Clin Pharm 1985; 4-
:dds_lderazu EG, Sun H, Jay GT. Simplification of antibiotic dose
JUSLINENtS 1n renal insufficiency: the DREM
1992; 340: 767-770. stem Lance
Kurella M, Bennett WM, Chertow GM. Analgesia in patients with

ESRD): a review of available evidence, ) . b
217-228, idence. Am J Kidney Dis 2003; 42:

. . B. Analgesic and non-
sterotdal aoti-inflammatory drug-associated acute renal failure: a

Prospecve coilaborative study. Chn Nephral 1986; 25 275-281
Shankel SW, Johnson DC, Clark PS, Shankel TL. O'Neil Jr Wi
Act}tlc renal failure and glomerulopathy caused‘by nonsteroidai
an_h-mflmnmatorg,.I drugs. Arch Intern Med 1992; 152- 986-99(0
Minuz P, Barrow SE, Cockcroft IR, Ritter JM. FEffecis of }m -
steroidal  gnti-inflammatory drugs  on  prostacyclin a:d
thromboxane biosynthesis in patients with mild essential
hy]:!erteljsion. Br J Clin Plarmacel 1990; 30: 519-526.
Weinstein S, Preffer M, Schor I, Indindoli L, Mintz M. Metabolites
of naloxene in humyan urine. 7 Pharm Sci 1971; 60: 15671568
Farrc‘ll B, Godwin J, Richards S, Warlow C, The United ang.dom
transient ischaemic attack (UK-TIA) aspirin trial: final resuits. J
Neurol Neurosurg Psychiairy 1991; 54: 1044-1054.
Chen YF"Jobanpmra P, Bartoa P er a/. Cyclooxygenase-Zselective
non-steroidal  gmti-inflammatory drugs {etodolae, meloxicam
celecoxib, rofecoxib, etoncoxib, valdecoxib ang lumiracoxih) fo;
osteoan'hritis and rheumatoid arthritis: a systematic review and
econoie evaluation. Heaith Technol Assess 2008; 12: 1-278, iii
gr?sl?m :\ Moayyedi P, Hunt R. Canadian Consensus gui::lehnes
ME-term NSAID therapy and i
Atiment Pharmacol Ther 200];3;(29. 4!:?:2?;(] for gastroprotcction.
Beeracr U. The metabolism of i ini
Metab Rev 1975, 4 39-73. momphine and heroin in man. ors
Bz_amcs IN. Williams AJ, Tomson MJ, Toseland PA, Goodwin FJ
Dihydrocodeine in renal failure: Further evidence fo; an importam'
;(;l'oe_?i ;}_w kidney in the handiing of opioid drugs BALT 1985, 200
Guay DR, Awni WM, Findlay JW e1 g/, Pharmacokinetics and
pharmacedynamics of codeine in end-stage renal disease. Clin
Pharmacel Ther 1988, 43: 63-71
Davies G, Kingswood C, Street M. Pharmacokinetics of opioids in
renal dysfunction, Clin Pharmacokinet 1996; 31. 410422 P
Barnes JN, Goodwin FJ Dy i - i
it eyl Dihydrocodeine narcosis m renal failure.
Ripamonti C, Dickersen ED. Strategies for the treatment of cancer

Progress in Palliative Care 2009 vl 17 No 4

183



Davison & Ferro Management of pain in chronic kidney disease

192

buprenorphine binds to the p-opicid receptor, it might
be difficult to antagonize the acute effects with opioid
antagonists.®® It is metabolized by the liver” with little
unchanged drug found in the urine.*? The two major
metabolites, buprenorphine-3-glucuronide (B3G) and
norbuprenorphine, are excreted in the urne and
accumulate in CK.D.® B3G is inactive with no analgesic
properties. Norbuprenorphine is 2 less potent analgesic
than buprenorphine; the clinical retevance of which is
thought to be limited as it does not readily cross the
blood-brain barrier. However, it is not known if this
remains the case in the presence of uraemia.” In a study
looking at short-term use of transdermal buprenor-
phine in 10 dialysis patients, buprenorphine levels were
not reduced by dialysis. Norbuprenorphine was only
detectable above 0.05 ng/ml in three patients. The
median buprenorphine dose was 52.5 ug/h. We are not
told the number of patients who could not tolerate
buprenorphine and were, therefore, excluded from the
study and there are no data from long-term use® Given
the minimal changes in kinetics in renal failure, it may be
a potentially useful analgesic in CKD; however, until
there are longer term studies, the authors remain
cautious about any recommendation.”

Naloxeone, an opieid receptor antagomst, is
metabolized in the liver with little excreted unchanged
in urine® and no dosage alteration is required in
CKD. However, it should be remembered that
prolonged dosing may be needed to counteract the
accumulation of opioid metabolites in CKD patients.

Cannabinoids

Some ESRD patients may be unable to tolerate 2 sufficient
dose of opioid to provide effective analgesia, as they may
worsen overall sympiom burden by exacerbating cognitive
impairment, sleepiness, nausea, vomiting, anorexia, or
prunitus  Cannabinoids such as delta-9-tetrahydro-
cannabinol (THC) and eannabidiol (CBD) appear to have
therapeutic potential for the treatment of intractable
inflammatory and neuropathic pain. THC has analgesia,
muscle relaxant, anti-emetic, appetite stimulant, and
psycho-active effects. CBD has analgesic, anticonvulsant,
muscle retaxant, anxiolytic, neuroprotective, anti-oxidant
and antipsychotic activity. Sativex, a buccal spray,
combines the cannabis-extracts THC and CBD in
approximately a 1:1 ratio, as adjunctive treaiment for the
symptomatic relief of neuropathic pain m multiple
sclerosis and for cancer patients with intractable
neuropathic and visceral pain. Sativex has also shown
benefits beyond pain control, including improvements in
sleep, anorexia, nausea, vomiting, and pruritus.®-%

Progress in Palliative Care 2009 Wl 17 No4

Cannabinoids are metabolized rapidly in the liver
by the cytochrome P-450 enzyme system; hence, there
is the potential for drug interactions with analgesics
such as fentanyl, adjuvant therapies such as
amitriptyline, and immunosuppressive therapy with
cyclosporine or tacrolimus. THC is metabolized to 11-
hydroxy-tetrahydrocannabinol ~ (11-OH-THC), a
psycho-active metabolite which is excreted by the
kidneys (~13%) and in the faeces (~53%). CBD is
extensively metabolized in the liver and more than 33
metabolites have been identified in urine. All
cannabinoids have a large volume of distribution as
they are highly lipid soluble and accumulate in fatty
tissue. They are also highly protein bound. As a result,
they are unlikely to be removed effectively by
haemodialysis. Since the nature of these metabolites
has not been fully elucidated, should they accumulate
in CKD, the clinical relevance is unclear.

There are no data of cannabis-based medicine in
CKD but tolerability and safety data of cannabinoids,
especially Sativex, in other chronically ill populations
over a period of 4 weeks to 2 years with mean (SD)
daily doses of Sativex ranging from 5.4 (0.84) to 9.6
(6.1) may be better tolerated than conventional
therapies for many symptoms in some patients.'®'%
The majority of adverse effects of the THC:CBD
buccal spray appear to be mild to moderate and many
resolve with chronic use. There is also no evidence to
suggest tolerance to their therapeutic effects.' For the
treatment of intractable pain, a trial of cannabis-
based medicine may be warranted, although close
observation will be required as data and clinical
experience in CKD are lacking.

Topical analgesia

The potential toxicity of analgesics in patients with
renal failure makes the possibility of using drugs
topically where applicable very attractive. Most drugs
appear to act locally rather than through local
systemic absorption; thus, there is reduced risk of
toxicity (Table 4),

Adjuvant drugs

An adjuvant drug can be defined as any drug that has
a primary indication other than pain, but is analgesic
in some situations (Table 5). For pure neuropathic
pain, adjuvant drugs are often used alone or with
analgesics from Steps 1 or 2 of the WHO analgesic
ladder. For severe mixed pains they can be used with
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This review explores advance care planning within the context of end-stage renal disease and
discusses new research that helps define how to initiate and facilitate effective advance care planning
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More than 83,000 long-term dialysis patients die each
year in North America with an annual unadjusted
mortality rate of 20-25%.'? Approximately 15-25% of
these deaths occur after a decision 1o discontinue
dialysis.'* Many patients experience a slowly progressive
decline in functional status and patients, family and care
providers are often unable to identify a phase in which
the patient is clearly recognised as dying. Issues relating
to death and dying are, therefore, commonly avoided
until late in the illness when patients may no longer be
competent to make decisions for themselves. As a resuit,
the quality of the dying experience for patients is
suboptimal >* Advance care planning (ACP) is an
important component of comprehensive care for end-
stage renal disease (ESRD) patients®

The traditional focus of planning for future end-of-life
care has been the completion of advance directives, legal
documents with powers and requirements that vary
widely between jurisdictions. Advance directives are
generally of two types — instructional {(eg. personal
directive, living will) and proxy (eg. durable power of
attorney for health care). Instructional directives specify
patients’ medical care preferences while proxy directives
appoint a surrogate decision-maker. However, the
completion of an advance directive does not ensure that
the discussion of clinical circumstances and prognosis,
and the understanding of patients’ values and goals
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within this ciinical context have been undertaken, ACP
is the process of on-going discussion, reflection, under-
standing, and communication between a patient, their
family, and healthcare staff, for the purpose of
clarifying values, treatment preferences, and goals for
end-of-life care® Although encouraged, advance
directives are only one optional component within the
broader activity of ACP.

ACP is grounded in the ethical principles of patient
autonomy and respect for persons ACP aims to
extend patients’ control over their medical care at a
time when they are not able to voice their preferences
by permitting surrogates to make decisions that the
patient would have made for themselves.! However,
the value of ACP extends beyond promoting patient
autonomy (Table 1).

This review explores ACP within the context of
ESRD and discusses new research that helps define
how to initiate and facilitate effective ACP for patients
with ESRD.

The current state of advance care planning in
end-stage renal disease

Only 6-51% of dialysis patients complete advance
directives' " and there are no data indicating how many
patients undergo the full process of ACP. Being male, a
higher level of education, a poorer perceived quality of
life, and being approached in hospital are factors
associated with ESRD patienis completing an advance
directive."'5 Although cardiopulmonary resuscitation
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Taple 1 Goals of advance care planning in end stage renal disease0408288

0 Enhance patient and family understanding about illness and end-of-life issues including prognosis and likely
outcomes of alternative plans of care
5 Define the patient's key priorities in end-of-life care and develop a care plan that addresses these issues
- Enhance patient autonomy by shaping future clinical care fo fit the patient's preferences and values
. Improve the process of healthcare decision-making generally, including patient and family satisfaction
o Specify a proxy for future medical decision-making and help the proxy understand their role in future medical decision-making
. Promote shared understanding of relevant values and preferences between the patient, proxy, and healthcare providers
. Help patients find hope and meaning in tife and help them achieve a sense of spiritual peace
. Explore ways to ease emetional and financial burdens borne by patients and families
. Strengthen relationships with joved ones

(CPR)} rarely extends survival for dialysis patients'*'®
most dialysis patients are unaware of their chance of
survival following CPR and few dialysis patients choose
a ‘do not resuscitate’ order."? Duration of dialysis 2 4
sears and prior experience with CPR increase the
probability of refusing CPR by 12 times.?!

Dialysis patients’ advance directives do not
typically address withdrawal of dialysis®® Most
chronic dialysis patients report never having discussed
with their nephrologist or family the circumstances in
which dialysis treatment shonld be discontinued.!
Dialysis patients often do not view themselves as
having a terminal illness and many assume they can be
kept alive indefinitely on dialysis.'+223

The majority of patients lack decision-making
capacity at the time the decision to withdraw dialysis is
made.* Unfortunately, neither family members nor
physicians are accurate in their predictions of patients’
desires about life-sustaining treatments, including wishes

for on-going dialysis®™* Spouses consistently over-
estimate patients’ desires fo continue dialysis across
hypothetical health conditions.? In a Japanese study of
398 pairs of dialysis patients and a family member, only
50% of family members correctly predicted the patient’s
current preference for CPR, 44% their wish for dialysis in
a severely demented state, and 47% their wish for dialysis
if they had terminal cancer. The corresponding figures
for physicians were 44%, 47%, and 43%.% Most patients
whe ultimately make the decision to stop dialysis do not
seem to be influenced by major depression or suicidal
ideation.” Up to 83% of ESRD patients request that
physicians periodically check with them to determine if
their end-of-life care preferences have changed.”

Patient and physician-related barriers to effective
ACP and advance directives in ESRD are outlined in
Table 2. Change in cognitive status appears to be
particularly important in predicting a change in end-
of-life care preferences.’®3* Most (85%) patients > 65

Table 2 Barriers to effective advance care planning and advance directive completion

Patient-related barriers

o Inadequate knowledge about ACP and how to complete an advance directive®

. Perception that ACP and advance directives are difficult 1o facilitate andfor execute®

* Perception that even if completed, advance directive statements will not be followed by clinicians

. Betief that it is the physician’s responsibility to initiate end-of-life discussions

! Reluctance to broach the 1ssue of ‘death’ and end-of-life planning

" Lack of insight into health Status and prognosis and a false sense that ACP Is not relevant for their care®#
* View that ACP is unnecessary because one's family or provider will ‘know’ what to do

o Stability of patients’ preferences for end-of-life care. Patients may 'downsize’ their perceptions of what is an

acceptable quality of life as liness progresses®

Physiclan-related barriers

C Lack of training and comfort with end-of-life decision-making®3

* Lack of familiarity with palliative care and suitable alternatives to aggressive treatment®

* Discomfort with the accuracy of prognostic prediction

3 Belief that ACP discussions are not needed®

* Beliet that patients and families do not want these discussions™

. Concern that discussing end-of-life issues while embarking on a life-sustaining therapy such as dialysis may destroy hope®
' Time constraints®

o Postponing end-ofife discussions until patients are too ill to participate in the discussions fully®
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years of age who choose to forego life-sustaining
treatments maintain that choice 2 years later and
patients with a living will are less likely to change their
wishes (14% vs 41%}.>

New approaches to facilitate advance care
planning in end-stage renal disease

There are no standards about when to initiate or how
to conduct end-of-life discussions. The general
literature suggests that the majority of end-of-life
discussions do not provide the essential information
required to inform care at the end of life. Physicians
tend to focus on pejorative descriptions of life-
sustaining treatments rather than desired outcomes,

and fail to articulate a set of positive treatment
objectives within which to frame the discussion of
forgoing life-sustaining treatment>** Prognosis,
spirituality, religion, and what dying may be like is
typically not addressed.® Patients’ values are rarely
explored and discussions do not distinguish between
treatments patients may want to forgo now versus
treatments they would want to forgo if they were to
become worse.?* ESRD patients’ perspectives of the
salient elements of ACP discussions and their
preferences regarding how ACP should be facilitated
by the healthcare team have recently been explored.!04
Table 3 highlights some of the necessary steps for
facilitating effective ACP.

Table 3 Summary of key elements to facilitate effective advance care planning in end stage renal disease®

Identlfy patisnts who would potentially bensfit from ACP

. "Would you be surprised if this patient died within the next 12 months?’ If no, consider ACP

. Patlents with Charlson co-morbidity scores = 8, advanced age, low serum albumin 2 35 g/dI, low functional status, and
low health-related guality of life are likely to benefit from ACGP

. Patients with high burden of physical or psychosociat symptoms may benefit from ACP

Timing of ACP

' Initiate early while the patient is refatively well and is competent to participate in the discussions to allow time to discuss

and reflect on end-of-life ¢are options, i.e. as soon as the patients as described above are identified

Determine the patiant’s readiness to participate in ACP
. Assess the patient’s cognitive ability to participate in ACP

. Address issues such as depression and anxiety to permit full participation of the patient in discussions

- Determine the patient’s interest in and perception of potential benefits of ACP to achieve ‘buy-in' for the process. This may
include re-assuring the patient that they do have control over future care and can shape that care based on their own vatues
and preferences

Identify whom the patient wishes to engage in ACP

. Family participation is integral to the process for many patients

Decislon-making and defining prlorities for goals of care

. Ensure the patient has an appropriate understanding of their illness (including prognosis)

. Determine what role patients expect themselves, family, and the healthcare team to have in making decisions

. Explore patient values as they will drive end-of-life ¢care preferences

s Determine specific expectations regarding outcomes of end-of-life care

Information glving

. The majority of patients require clear. honest discussions about prognosis in order to effectively engage in ACP and
make informed decisions about their care

= Focus on health states and iliness severity

. Discuss how medical interventions will impact patients and their families in their daily livas and whether these
interventions are likely lo help them achieve their personal goals

. Distinguish between treatments pPatients may want to forgo now versus treatments they would want to forgo if they were
to become worse

D Articulate a set of positive treatment objectives within which to frame the discussion of forgoing life-sustaining treatment

. Include issues of spirituality, religion, and what dying may be like in these discussions

Documentation
. Should be easily identifiabie

. Should travel with the patient across healthcare settings so it is available for all professional caregivers involved In the care

of the patient (consider POLST}
Quality improvement

J The initiation of a new ACP pregramme should be accompanied by a comprehensive evaluation process that ¢can guide

future programma enhancement
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When to initiate advance care planning

ESRD is characterised by progressive physical decline
that is often protracted over years and punctuated by
episodes of life-threatening complications. ESRD
patients, their families, and physicians often have
difficulty recognising when a patient is dying and, by
implication, when end-of-iife decision-making should
occur. ACP is, therefore, best initiated early with on-
going communication and re-evaluation throughout
the illness.? Ideally, these discussions should be part of
the education process that occurs when patients are
presented with dialysis options.'® Sentinel events
{hospitalisations, acute illnesses) present additional
opportunities to engage in ACP.

Despite a reluctance of physicians to initiate end-
of-life discussions, many patients have already
considered their end-of-life options"** and welcome
the opportunity to engage in these discussions with
their physician.’¢* In one study, the vast majority of
dialysis patients (97%) wanted to be given life-
expectancy information, and for the physician to do so
without having to be prompted.* Physicians need to
be aware, however, that not all patients are ready to
engage in ACP. In the SUPPORT study, 707 of 1832
seriously 1li did not wish to discuss their preferences
for resuscitation. These patients perceived they had
better prognosis than patients who did wish to discuss
their resuscitation preferences.’ Patients’ reluctance to
discuss end-of-life issues may reflect a perception that
these issues are not yet relevant 1o their care.

It needs to be recognised that not all dialysis
patients wili benefit equally from ACP. Patients with
minimal co-morbidity and eligible for a kidney
transplant are less likely to be interested in ACP
Unfortunately, there are no data to identify clearly
which ESRD patients would most benefit from ACP
The recently published palliative care core curriculum
for nephrology fellows* suggests that, at a minimum,
ACP should be considered whenever the healthcare
provider would not be surprised if that patient died
within the next 12 months.

Who to invelve in advance care planning

ESRD patients feel their nephrologists are responsible
for initiating and guiding ACP, mainly because
physicians are seen as the primary source of
information central to this process.'® However, not all
ESRD patients want to talk extensively with their
physicians about end-of-life issues and instead view
conversations with their loved-ones as the most
vatuable piece of ACP.""* QOne study showed that 50%
of chronic dialysis patients discussed their preferences
for end-of-life care with family members compared {o
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6% of patients with their physicians (P < 0.001} and
that more patients wanted to include family members
in future ACP discussions than wanted to include
physicians (91% compared with 36%; P < 0.001)."
ESRD patients are also comfortable with legislation
that grants their family leeway in end-of-life decision
making in the event of their own incapacity;¥# in a
study of 150 dialysis patients, 42% indicated they
wanted their surrogates to have leeway to override
their advance directives.®®¥? Health professionals,
therefore, must be prepared to initiate end-of-life
conversations and then step back while these
conversations proceed outside of the patient-health
professional relationship. However, as outlined below,
research in ESRD clearly supports a role for
physicians much greater than merely encouraging
patients to discuss the salient issues with their families.
Dialysis patients acknowledge the therapeutic benefit
of empathetic listening and view facilitated ACP as an
opportunity to buijld trusting relationships with the
healthcare team. There will be patients who require
more active engagement with their healthcare
providers to help them reflect on and work through
end-of-life issues'® Interviewing skills that focus on
empathy and strong reflective listening can be
taught -2

infermation-giving during the advance care planning
process

Dialysis patients want straightforward and honest
discussions about how medical interventions will
impact their daily lives and help them achieve their
personal goals'® Health states and illness severity
influence end-of-life preferences far more than
treatment descriptions.® Clear, honest discussions
about prognosis and future care promote self-reliance,
alleviate fear and uncertainty, help prepare for the
future, including death, and give dialysis patients the
knowledge to make decisions compatible with their
values and beliefs.'® Varying amounts of time are
required for this process to be effective.

How to focilitate advance care planning

Detailed descriptions of the ACP process and
important aspects of facilitation have been recently
published.®* Determining a patient’s readiness to
participate in ACP is critical. There is a high incidence
of depression, anxiety, and other psychosocial issues
in patients with ESRD. These, along with cognitive
dysfunction, may prevent meaningful participation in
ACP and will need to be addressed prior to making
informed decisions. Effective ACP may be jeopardised
due to patients’ lack of interest or their perception
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that their wishes will not alter the end-of-life care they
will receive, Determining the perception of potential
benefits of ACP for individual patients is perhaps the
most under-recognised aspect of patient participation.
Patients are much less likely to engage in a process from
which no benefit is perceived.® ACP facilitators must
also identify the patient’s support system and the
resources required by, and available to, individual
patients to enable them to effectively participate in ACP.

In order to plan effectively for end-of-life care,
patients and/or families need to understand the overall
medical condition and how illness and various
treatment options will affect their daily lives. Although
physicians should avoid depriving their patients of
hope, an unrealistic appraisal of a patient’s health
status may result in burdensome treatment that will
not respect the patient’s preferences or achieve his or
her goals. Exploring patients’ and surrogates’ expect-
ations for outcomes of care affords an opportunity to
identify unrealistic expectations or misconceptions
and re-examine the understanding of their iliness.
Identifying discordance between patient and care
provider expectations allows an opportunity for re-
alignment of goals of care and may minimise future
conflict surrounding end-of-life decisions.

It is important to understand the role the patient
wants in decision-making, realising that the locus of
decision-making may shift as events occur. Ewven
patients who wish to maintain significant control over
the decision-making still expect health professionals
to guide them through the ACP process. Perceiving the
full burden of decision-making to be entirely theirs
often leads to feelings of isolation and uncertainty.'
Some dialysis patients have expressed feelings of
isolation and hopelessness when they were not able to
discuss their hopes and fears for the future openly with
loved ones.'? Facilitators need to provide a platform in
which to engage family in these conversations in a
supportive environment.

If knowledge is one major driver of patients’ end-
of-life preferences, values is the other. The questions
asked in the process of facilitated ACP should be
designed to help the patient explore what they guard
most closely and rely upon most heavily. This will be
discovery for some and patients will have to work with
the healthcare team to discover how their values shape
their goals for care. To keep discussions outcome
focused, disease-specific scenarios addressing unique
health states the patient may experience and the
related treatment choices can be used. Through these
discussions, patients and their surrogates come to
understand what is truly important to the patient.
Potential questions that can help explore the various
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aspects of facilitated ACP in ESRD are described
¢lsewhere. 04

Documentation of ACP is important to com-
municate salient features and specific treatment
decisions that may arise from the process. POLST
(Physicians Orders for Life Sustaining Treatment) has
been developed in the US to help ensure patients’
wishes for end-of-life care are honoured.® These
documents convert patients’ treatment preferences
into medical orders and are transferable across health
care systems. Most POLST documents address
resuscitation status, medical interventions (comfort
care only, imited, or aggressive interventions), anti-
biotics, and artificial hydration and nutrition. POLST
orders were universaily accepted in a study of 180
nursing home residents and were associated with high
levels of comfort care and low rates (15%) of transfer
for aggressive life-extending treatments.”

Cultural differences that influence advance care
planning

Several dimensions involved in end-of-life care vary
culturally: concept of autonomy, decision-making
models, communication of bad news, and attitudes
towards ACP and end-of-life care.®

Cultural differences in autonomy and decision-making
models

The concept of autonomy varies between Western and
many non-Western cultures. Many non-Western
cultures, such as traditional Chinese culture, view the
person as a ‘relational-self’ — a self for whom social
relationships, rather than individualism, provide the
basis for moral judgements® In a similar manner,
Hindu and Sikk bioethics is primarily duty based; the
person is seen as intimately integrated with family,
community, and environment.® From these
perspectives, an insistence on self-determination may
erode the value placed on personal interconnectedness,
challenging the assumption that the patient is best suited
to plan for his or her own medical decisions. These
different views of autonomy result in substantial
differences in decision-making modeis in which the
family functions as the decision-maker.® WNorth
American Aboriginals®% and Korean Americans and
Mexican Amencans also tend to operate within a more
family-centred model of decision-making compared to
European Amencans and Afnican  Americans.
Consequently, healthcare providers must recognise that
many patients may prefer that family or community play
a dominant role in ACP.



cultural issues relating to communication of bad news
Some cultures (e.g. Aboriginal, Asian) prohibit
explicit references to dying based on an interpretative
framework in which language has the capacity to
create reality® Positive thinking is felt to promote
health while truth-telling (of bad news) may shorten
the life of the patient. In some contexts, it may be
appropriate for family to communicate prognostic
information and manage most of the ACP
discussions, allowing them to balance hope with the
‘bad news’.

Cultural differences in attitudes to advance care planning
and end-of-life care

In North America, African Americans, Hispanics, and
Whites all appear to agree with the purpose of ACP%
However, most studies have found that African
Americans and Hispanics are less likely than Whites to
engage in ACP or complete advance directives %% The
designation of a healthcare surrogate was the most
common form of advance directive in African
Aumnericans, Hispanics, and Whites.®® More African
Americans and Hispanics want to involve their
physician in end-of-life discussions than Whites®
Hispanics were more likely to prefer family-centred
decision-making than other racial groups®’ and were
more likely to defer decisions to their families.®
African Americans were more likely to feel that they
would receive less care if they had an advance directive
than Hispanics, and Whites.

Cultural variations in the concept of autonomy,
decision-making, and the meaning of illness clearly
have implications for ACP. Given the high prevalence
of ESRD in many ethnic minority groups, many
dialysis patients will not have discussed end-of-life
care preferences and will not have advance directives;
their end-of-life care wishes will be unknown. The
ACP process must be sensitive to these cultural
contexts.

Interventions to increase the use and effective-
ness of advance care planning

There is a paucity of data on how {0 increase the use
and value of ACP. The literature has focused primarily
on efforts to increase the completion of advance
directives, a fundamentally flawed endeavour given
that the completion of an advance directive by no
means guarantees that the critical components of
ACP have been addressed. Educational interventions
in isolation have been mostly unsuccessful in altering
attitudes or completion of advance directives.”®” A
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randomised, controlled trial of 203 dialysis patients
found that peer mentoring increased completion of
advance directives, increased comfort discussing
advance directives, and improved subjective well-being
and anxiety among the African Aumerican
participants. These benefits of were not observed
among White patients.?®

Health information technology, social marketing,
and legal intervention/policy change are three
mechanisms proposed to induce the behavioural
change required to increase the use of ACP™
Information technology may facilitate ACP by

providing automated reminders and sharing
information across providers with a uniform
instrument. Automated physician reminders of

advance directives resulted mm an almost 8-fold
increase in the odds of having an end-of-life
discussion with 45% of these discussions resulting in
the completion of an advance directive.® Another
study evaluated a multifaceted automated
intervention that not only prompted physicians to
have ACP discussions but also sent out educational
material on advance directives to patients prior to
their appointment with their physician.™ This resulted
in more ACP discussions (64% vs 38%; P < 0.001) and
more documentation of these discussions (47% vs
24%; P < 0.001). Social marketing is the planning and
implementation of programmes designed to bring
about voluntary social/behavioural change. The
‘Respecting Choices’ campaign is an example of social
marketing that was successful in positively influencing
both patient and care provider thinking arcund ACP
and advance directives.” Legislative changes and the
development of policy are typically required to
encourage and guide these processes. However, it has
yet to be determined how health information
technology, social marketing, and policy changes in
the context of ACP in ESRD will influence actual
end-of-life care.

Qutcomes of advance directives

There are numerous limitations to advance directives
that could explain their failure to achieve the goals for
which they were intended (Table 4). Advance
directives have failed to improve surrogate decision-
makers’ knowledge of patients’ values and preferences
for end-of-life care®™ and have failed to enhance
communication between patients and physicians
about end-of-life care ”-® Most importantly, advance
directives have failed to improve the quality of end-of-
life care.” In the most famous of the many studies of
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Table 4 Limitations of advance directives

. Completion of an advance directive in no way ensures that the discussion of palients’ values in the context of their clinical
circumstances has occurred

. Advance directive documents provide guidance for only a limited set of future medical possibilities®

. Preferences for life-sustaining treatment appear to depend on the context in which they are made®

. Some patients have limited desire lo exert specific contro! over end-of-life medical decision making and would prefer
instead to leave future specific dacisions to their families or physiciang247%

» Proxy decision makers may have difficulty interpreting and converting patients' documented treatment preferences into
clinicai decisiong®10

. Patients have difficulty predicting their future treatmeant preferences®

. Expressed preferences may be subjugated to physician influence concerning the clinical appropriateness of life-sustaining
treatment® 101102

- Healthcare providers do not consistently follow advance directives

. Healthcare providers may be unaware of the existence of an advance directive

. The advance directive may not be available to clinicians or the proxy when needed

this, SUPPORT, it was found that an intervention
based around the completion of advance directive
forms which were then made availabie to patient’s
physicians, had ne¢ impact on the style of
communication between doctor and patient, on the
incidence or timing of ‘do not resuscitate’ orders, or
on the knowledge that doctors reported they had
about patients’ preferences.” However, in a study of
182 patients, advance directives were more prevalent
among chronic high-dependency patients who
withdrew from dialysis in a reconciled fashion than
among patients who died suddenly and unexpectedly
or who died without a reconciled decision to forego
life-sustaining treatment.’® Patients who had advance
directives were more likely to have made their own
medical decisions rather than relying on relatives or
other agents and tended to be those with a spouse or
in a relationship.

QOutcomes of advance care planning in end
stage renal disease

To my knowledge, there are no published clinical
trials of a multidimensional ACP intervention in
ESRD. The impact of ACP on important clinical
outcomes has yet to be determined. However, there
are qualitative data that strongly support the value of
ACP in ESRD in that ACP allows patients to preparc
for death, strengthen relationships with loved ones,
achieve a sense of control, and relieve burdens placed
on others.'®882  Facilitated ACP through the
provision of timely, appropriate information can
positively enhance rather than diminish ESRD
patients’ hope. ACP discussions may also strengthen
patient-physician  rejationships and provide a
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closeness that both patients and physicians find
rewarding, 108

Knowledge of the impact of ACP on end-of-life
care for other groups of patients is also limited. A
systematic, community-wide ‘Respecting Choices’
programme integrated advance directive education
and ACP and showed increased congruence in
decision-making between patients and care givers,
greater satisfaction with and less conflict about end-
of-life decisions,’®* less willingness to undergo life-
sustaining treatments for a new serious medical
problem, and less willingness to tolerate poor health
states at 2-month follow-up.?® Iimplementation of the
CHOICES ACP and palliative care programme
demonstrated increased hospice length of stay, less
time spent in hospital and more deaths occurring at
home.® In an observational study of advance cancer
patients, end-of-life discussions were not associated
with higher rates of major depression or worry and
were associated with lower rates of ventilation,
resuscitation, intensive care unit admission, and
earlier hospice enroiment.’” Although this was not an
intervention study and patient self-selection bias will
impact data, results are encouraging.

Conclusions

Contemporary investigation into ACP has taught us
that end-of-life discussions and planning occur within
the patient—family relationship and that patients and
families have a much broader view of the goals of
ACP. Physicians and dialysis care providers need to
continue to facilitate ACP among their patients and
families to foster quality care, particularly end-of-life
care.
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Symptom management for the adult patient dying with
advanced chronic kidney disease: A review of the literature
and development of evidence-based guidelines by a United
Kingdom Expert Consensus Group
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Abstract: Improvement in end-of-life-care is required for patients dying with chronic
kidney disease {CKD). The UK government now recommends that tools such as the
Liverpool Care Pathway for the Dying Patient (LCP) be used to enhance the care of
those patients dying with CKD. The LCP was originally developed for patients dying
with terminal cancer, however has been shown to be transferable to patients dying
with heart failure or stroke. On this background, in 2005 a UK National Renal LCP
Steering Group was formed. The aim was to determine whether or not the generic
LCP was trensferable to patients dying with CKD. An Expert Consensus sub-group
was established to produce evidence-based prescribing guidelines to allow safe and
effective symptom control for patients dying with renal failure. These guidelines
were finalised by the Expert Consensus group in August 2007 and endorsed by the
Department of Health in March 2008. A literature search on symptom control and
end-of-life care in renal failure was performed. A summary of the evidence was pre-
sented at a Nationai Steering Group meeting. Opinions were given and provisional
guidelines discussed. A first draft was produced and individually reviewed by all
members of the Expert Group. Following review, amendments were made and a sec-
ond draft written. This was presented to the entire National Steering Group and again
individual comments were taken into consideration. A third and fourth draft were
written and individually reviewed, before the guidelines were finalised by the Expert
Consensus group. Patients dying with advanced CKD suffer symptoms similar to
patients dying of cancer. The Renal LCP prescribing guidelines aim to control the
same symptoms as the generic LCP: pain, dyspnoea, terminal restiessness and agita-
tion, nausea and respiratory tract secretions. The evidence for the production of the
guidelines is discussed and how a consensus was reached. A summary of the guide-
lines is given and the complete guidelines document is available via the Marie Curie
Palliative Care Institute, Liverpool website. Palliative Medicine (2009); 23: 103-110

Key words: kidney disease; symptoms; Ssymptom management; guidelines; dying; opioids

Introduction

The number of patients developing chromic kidney disease
{CKD) is nistng. [n 2004, the incidence of adults accepted
for renal replacement therapy in the United Kingdom
(UK) was 103 per million population.'! This number is
believed to be rising by approximately 10% annually.”
Moreover, studies suggest that a further 20% of patients
with advanced CKD are managed conservatively without
dialysis.® Importantly, the increase in the numbers is not uni-
form and the proportion of older patients reaching advanced
CKD is rising rapidly. Patients over 65 years who start dial-
ysis have a 5-year median survival of 14.5%.! Studies suggest
that for those older patients with high comorbidity dialysis
may offer no survival advantage.** This specific group of
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patients have a poor prognosis and high symptom burden
whether or not they receive dialysis. There is growing recog-
nition from both renal and palliative professionals that
improvement in end-of-life care is required for patients
dying with CKD.%® When Part 2 of the UK National Ser-
vices Framework for Renal Disease was published in 200s,
one-third of it was devoted to end-of-life care.’® One of the
quality requirements documented is that people with estab-
lished renal failure near the end-of-life should have a Jjointly
agreed palliative care plan. Tt suggests that tools such as the
Liverpool Care Pathway for the Dying Patient (LCP) should
be used to enhance the last days of life for patients dying
with CKD. The LCP is an evidence-based framework, orig-
mnally developed in order to transfer the quality of care given
to cancer patients in the hospice setting, given to patients
dying of cancer in the acute hospital setting and
community.'" It has since been shown to be transferable to

10.1177/0269216308 100247
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support patients dying of end-stage phegrt
stroke. 121

On this background a National Rena] LCP Steering
Group was formed tn September 2005, upder the auspices
of the Marie Curie Institute Liverpool and the National
Council for Palliative Care. The aim wag 1o determine if
the generic LCP framework was transfergple o patients
dying with advanced CKD. The Steering Group included
physicians and clinical nurse specialists from Palliative
Medicine and Nephrology, representatives from the
Department of Health, National Kjdney Federation
National Council for Palliative Care and the End of Ljfé
Programme and LCP Facilitators from within England.
An Expert Consensus subgroup was established with the
specific task of identifying how the generic | Cp prescrib-
ing guidelines needed to be adapted to ailow safe symp-
tom control at the end-of-life in a pat ; :
< el Patient dying with

The Expert Consensus group consisteq -
tants in Palliative Medicine, two consultantg ?lf ;O:Jh:g;zf;)lz
one specialist registrar i Palliative Medicine and oné
research training fellow in Palliative Medicine. A]] members
had interest and clinical experience in renaj palliative care

The remainder of this article will describe the work o.f'
the Expert Consensus group and the production of
evidence-based prescribing guidelines for symptom con-
trol in the last days of life for a patiept dying with
advanced CKD.

failure and

Methods

A literature search was performed by the authors using
three electronic databases accessed from the OVID search
engine: MEDLINE (1966 to May 2006), EMBASE (1980~
2006) and CINAHL {1982-2006). To Complement this
textbooks of renal medicine and palliative medicine were
explored for relevant articles.!**® Reference lists of
included articles and papers were also searched. Keywords
and medical subject headings were grouped into three broad
areas for the search to capture the relevant literature on
symptom management at the end-of-life in CKD. The
three areas were renal failure, symptoms and management
F_or renal failure, search terms included CK advanoe(i
kidney disease, end-stage renal disease (ESRDy) a’nd dialysis
For symptoms, search terms included end-of.Jife nausea.
vomiting, pain, dyspnoea, respiratory tracg secretic;ns anxi:
ety and agitation. Search terms for management inéluded
symptom control, opioids, analgesics, antiemetics, glyco-
pyrronium, benzodiazepines, hyoscine butylbromfde and
hyoscine hydrobromide.

Terms within each group were combip, i
Boolean operator ‘OR’, and each group wzg tﬁzgliotrl:
bined using ‘AND?.

_ All titles and abstracts were reviewed, Articles which
did not relate to the management of S¥Ymptoms in adult
renal populations and those which describeg management
of symptoms yet thought to be less relevany in the last

days of life were exciuded (eg. renal osteodysirophy,
renal anaemia, renal hypertension). An independent
review of opioid use in advanced CKD'’ was conducted
by another member of the expert group, as part of a
research study. Findings were subsequently compared.

A summary of the evidence was presented at a National
Steering Group meeting. Opinions were given and provi-
sional guidelines discussed. A first draft proposal was
written by the author and reviewed individually by each
member of the Expert Consensus group. Individual com-
ments and amendments were taken info consideration
before a second draft was reviewed. A third draft of the
guidelines was presented and circulated to the entire
National Steering Group, before finalising a fourth draft
by consensus.

Results

Definition of advanced CKD

The UK CKD guidelines 2005 recommend that renal fail-
ure be classified into five stages, according to the esti-
mated glomerular filtration rate (¢GFR) (Tabie 1).'% The
eGFR can be calculated using one of two formulae: the
Cockeroft and Gault formula'® or the 4-point or 6-point
Modification of Diet in Renal Disecase (MDRD)
formula.?? These formulae correlate to kidney function
much more accurately than serum creatinine level, which
does not always give an accurate reflection of underlying
kidney function because 1ts production is associated with
the patient’s muscle mass, age, sex, ethnicity and diet.
However, we should be aware that ail drug product
recommendations are based on creatinine clearance, not
¢GFRs. The MDRD formula is less accurate in signifi-
cant weight loss, so this must be remembered in those
patients with severe cachexia.

Which patients should be on the Renal LCP?

The first decision was to define at what level of renal
impairment the Renal LCP Guidelines should be applied.
At CKD Stages 4 and 5, drug metabolism is often signifi-
cantly altered and the risk of drug toxicity may increase in
this group of patients. Therefore, the Expert Consensus
group agreed that the Renal LCP should be for those

Table 1 Stages of CKD (UK CKD Guidelines, 2005)

Stage eGFR Description

Normal renal function

Mildly reduced renal function
Moderately reduced renal function
Severely reduced renal function

Very severe or end-stage renal faflure

>80 mL/min
60-89 mL/min
30-59 mL/min
15-29 mL/min
<15 mL/min

L5 QN O N

eGFR, estimated glomerular filtration rate.

2To fulfil a diagnosis of CKD 2, the patient must have a
structural abnormality of the kidneys and/or haematuria
or proteinuria in addition to an eGFR 60-90 mL/min.
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patients who are in the last days of life, who have an esti-
mated eGFR equal to or below 30 mL/min, correlating to
stage 4 or S CKD.

The Expert Consensus group also determined that the
Renal LCP should be used for patients, who have been
identified as being in their last days of life. Often these
patients have recently discontinued dialysis and remain
conscious and able to swallow medications.

Symptoms in the last days of life in advanced CKD

The guidelines for the generic LCP were originally devel-
oped for patients dying of cancer. The prescribing guide-
lines concentrate on achieving good symptom control for
symptoms common in patients dying of cancer: nausea,
terminal agitation and restlessness, dyspnoea, respiratory
tract secretions and pain.

The common belief is that a uraemic death is relatively
symptom-free; however, the evidence does not support
this. A recent systematic review of the literature has
shown that symptom prevalence is high in dialysis
patients,?! and prospective work reveals that patients
with conservatively managed ESRD have a symptom bur-
den similar to patients with terminal cancer or end-stage
heart failure.?> Common symptoms include pain, fatigue,
dyspnoea and anxiety. Few studies focus specifically on
symptoms at the end-of-life; those that do suggest that
although most patients appear to have a ‘good death’, a
significant minority continue to experience these distres-
sing symptoms.2* The Expert Group agreed that the aim
of achieving control of pain, dyspnoea, nausea, respira-
tory tract secretions and terminal agitation was transfer-
able from the generic LCP to the Renal LCP Guidelines

Symptom control for the patient dying with advanced CKD
One of the criteria for starting the LCP is that the patient
can no longer swallow ora! medications. The review of the
evidence, therefore, concentrates on drugs which can be
given via the subcutaneous route for symptom control.
At the point of starting the LCP, the assumption has
been made that dialysis will have been stopped, and so
we have not mentioned how the pharmacokinetics of the
drugs are affected by dialysis.

In the progluction of the renal prescribing guidelines,
the Expert Group had to rely on small pharmacokinetic
studies, case-control studies, case reports and casc series.
Thus, the guidelines are based on Level 3 and 4
evidence.?* A summary of the conclusions from the evi-
dence are as follows:

Nausea and vomiting

Although there are no head-to-head studies with other
antiemetics, expert opinion supports the use of the Do-
receptor antagonist haloperidol as the drug of choice for
uraemia-induced nausea.?® This recommendation is based
on clinical experience and that uraemia-induced nausea is
thought to be due to stimulation of the chemoreceptor
trigger zone, where this drug is active. Its metabolites
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may accumulate in renal failure, therefore haloperidol at
50% of the normal dose is recommended. Levomeproma-
zine is an alternative antiemetic if symptoms persist.
Metoclopramide accumulates leading to an increased
risk of extrapyramidal reactions.?® However, if it is
being used effectively, it may continue in a syringe driver
at a maximum dose of 30 mg/24 h, Cyclizine may induce
hypotension and tachyarrythmias in patients with cardiac
disease; since cardiac disease is a common comorbidity in
renal patients, cyclizine is, therefore, not recommended.??

Box 1: Recommendation

Management of Nausea and Vomiting in the patient
dying with Advanced CKD

« Haloperidol is recommended for uraemia-induced
nausea at 50% of the normal dose.

- If symptoms persist, levomepromazine is an alter-
native antiemetic.

=  Metoclopramide should be used with caution as
there is greater risk of extrapyramidal reactions.

= Cyclizine may induce hypotension and tachyarryth-
mia and 1s not recommended.

Respiratory tract secretions

Anticholinergic drugs can reduce respiratory tract secre-
tions in the dying phase. Glycopyrronium or hyoscine
butylbromide are recommended for renal patients. There
15 evidence that glycopyrronium accumulates in renal
impairment and that dose reduction is required.?® The
group recommend that half of the normal dose of glyco-
pyrronium is used. Hyoscine hydrobromide crosses the
blood-brain barrier and, therefore, may lead to excessive
drowsiness or paradoxical agitation in elderly patients
with comorbidity.2® Patients with uraemia are more sensi-
tive to the effects of drugs which cross the blood-brain
barrier. Therefore, we do not recommend that hyoscine
hydrobromide is used 1n patients with advanced CKDD.

Box 2: Recommendation

Muanagement of Respiratory Tract Secretions in the
patient dying with Advanced CKD

« Glycopyrronium or hyoscine butylbromide are
recommended for treaiment of respiratory tract
secretions.

= The dose of glycopyrronium should be reduced to
30% of the normal dose.

« Hyoscine hydrobromide is not recommended
because of the risk of excessive drowsiness or para-
doxical agitation.
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Terminal agitation

The evidence base for optimal drug treatment of terminal
agitation is very limited, consequently treatment guide-
lines are based on expert opinion. In the UK, midazolam
is often used if medication is required to relieve agitation
in the dying phase. In advanced CKD, more unbound
midazolam becomes available and excessive drowsiness
may occur.’® Dose reduction and an increased dosing
interval are therefore recommended. If symptoms persist,
levomepromazine can be added. When terminal agitation
18 due to delirium or a psychotic episode, benzodiazepines
may make things worse. In these circumstances, haloperi-
dol may be a better drug.

Box 3: Recommendation

Management of Terminal Agitation in the patient
dying with Advanced CKD

+ Midazolam is recommended if medication is
required to relieve agitation in the dying phase. In
advanced CKD, more unbound drug becomes
available and excessive drowsiness may occur.
Dose reduction and an increased dosing interval
for midazolam are therefore recommended.

» Levomepromazine can be added if symptoms
persist.

Pain and dyspnoea — which opioid?

Drug management of pain and dyspnoea includes use of
optoids, which are often given by continuous subcutane-
ous infusion in the UK. From the available evidence and
clinical experience, it is clear that certain opioids can
cause significant toxicity in patients with renal failure.
Due to the lack of conclusive evidence, reaching a consen-
sus on the recommended opioid in renal failure was a
challenge for the group. We summarize the evidence for
each opioid in renal failure and illustrate how the Expert
Group balanced the evidence with clinical expertise and
practical considerations.

Morphine and diamorphine

According to the World Health Organisation, morphine is
the opioid of choice in cancer patients with moderate to
severe pain.*' This recommendation is made as morphine
is easily available, familiar with clinicians, has established
effectiveness and is relatively inexpensive and easy to
administer. Diamorphine 1s a prodrug of morphine and
can be given through the parenteral or subcutaneous
route. The generic LCP advises that morphine should be
used first line for pain control in a patient with cancer who
is dying. However, the evidence suggests that if a patient
with severe renal impairment is given morphine regularly,
there is considerable risk of the patient developing opioid
toxicity.

Morphine undergoes hepatic metabolism to morphine-
3-glucuromde (55%), morphine-6-glucuronide (M6G)
(10%) and normorphine (4%). All of these metabolites
are excreted by the kidneys. In patients with normal
renal function, approximately 10% of morphine is
excreted unchanged by the kidneys.??

Severe renal failure is now recognised to have profound
effects on the behaviour of the glucuronide metabolites.of
morphine. Pharmacokinetic studies have shown that the
accumulation of the morphine metabolites, in particular
M6G., is likely to induce opioid toxicity in patients with
severe renal failure 332> M6G is a potent analgesic and
central nervous system depressant. There have been sev-
eral reports of patients with severe renal failure develop-
ing significant narcosis, toxic agitation and profound
respiratory depression, following the use of morphine. In
one particular case, the patient requirdd, ventilation and a
naloxone infusion for 11 days after the morphine infusion
of 10 mg per day was stopped. Investigations found high
levels of M6G in the cerebrospinal fluid. 3637

In a case-controlled study, 10 patients with renal failure
and 10 patients with normal renal function were given a
single preoperative dose of 30 mg of morphine, prior to
undergoing surgery with spinal anaesthesia.®® At 4-h
intervals, samples of plasma and cerebral spinal fluid
(CSF) were taken and analysed. A progressive accumula-
tion of M6G occurred in the patients with renal failure. At
24 h, the concentration of the metabolite in the CSF was
at least 15 times higher than in those patients with normal
renal function.

M6G crosses the blood-brain barner slowly and re-
equilibrates back into the systemic circulation at a very
slow rate. This explains why the effects on the central-
nervous system can be prolonged after the morphine has
been stopped or removed by dialysis.

Given the evidence, experts recommend that morphine
should be avoided in patients with severe renal failure of
eGFR <30 mL/min,17.39.40

The Expert Consensus group, therefore, do not recom-
mend the use of morphine in patients with advanced
CKD. We recognise that sometimes (especially out of
the acute hospital setting) alternative opioids are not
always available, and therefore recommend that mor-
phine should only be given as a single dose to relieve
pain unti] alternative opioids are accessed. It is suggested:
that no more than two doses of morphine are given, as if
toxicity occurs, it is likely there will be insufficient time for
it to be reversed before the patient dies, and hence the
patient will experience unnecessary distress.

Oxycodone

Oxycodone is a semisynthetic opioid, used as an alterna-
tive to morphine in controlling moderate to severe pain.4!
It undergoes hepatic metabolism principally to oxymor-
phone and noroxycodone. Of these metabolites, only oxy-
morphone has been shown to have clinically sigaificant
opioid activity in humans. In patients with normal renal
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function, this activity is minimal and the opioid agonist
effect 18 believed to be directly related to the oxycodone.
However, there 1s wide interindividual variation, and the
studies have not locked at the effect of the metabolites in
patients with severe renal failure 41,42

Kirvela gave 10 patients with severe renal failure a sin-
gle dose of oxycodone preoperatively. In comparison to
the patients with normal renal function, there was a signif-
icant delay in the clearance of the oxycodone. Also, the
elimination of the metabolites was prelonged. Interest-
ingly, no adverse effects were reported in either group.
One case study reports a patient requiring more than
45 h of a continuous naloxone infusion to reverse oxyco-
done taken for 8 days whilst on dialysis.*?

Other than the studies discussed, there is little data on
the use of oxycodone in patients with renal failure. Fitz-
gerald reports anecdotal experience of CNS toxicity and
sedation when normal doses of oxycodene are given to
patients with severe renal failure.** Broadbent suggests
using 75% of the normal dose of oxycodone if the creati-
nine clearance is 10—-50 mL/min, and 50% if the creatinine
clearance is <10 mL/min, with normal dosing intervals.
This is not based on any specific evidence, rather on ¢lini-
cal experience and judgement with regard to the available
limited evidence.*®

Within the Expert Consensus Group, there was some
anecdotal experience of using oxycodone successfully in
patients with severe renal failure. Those with experience
tended to use oxycodone at reduced doses and increased
dosing mtervals. There was general agreement that the
evidence suggests that oxycodone is safer to use in severe
renal failure than morphine; however, the evidence is
insufficient for it to be strongly recommended.

Oxycodone s, therefore, recommended for use only if
alternative opioids are unavailable. If used, dosing inter-
vals should be increased and patients should be monitored
closely for opiod toxicity.

Hydromorphone

Hydromorphone is metabolised to hydromorphone-
3-glucuronide (H-3-G), which accumulates in renal
failure.* The activity of H-3-G in humans is not fully
established although it is known to be neuroexcitatory in
rats.*” One $tudy looked at pain management in patients
with cancer and renal impairment.”® The study suggests
that patients tolerate hydromorphone better than mor-
phine. The study is retrospective in design and the range
of creatinine levels suggest (median serum creatinine
127 ymol/L) that patients may have had mild renal fail-
ure. Therefore, no firm conclusions can be made regard-
ing the safety and effectiveness of hydromorphone in
advanced renal failure. Although there is some anecdotal
positive experience of the drug in this setting, due to the
limited published evidence, it cannot be recommended.

Fentanyl
Fentanyl is a potent, short-acting synthetic opioid with a
relatively short half-life of 1.5-6 h. Because of its low

107

molecular weight and highly lipophillic nature, it is widely
used as a transdermal patch for contro! of moderate to
severe pain. However, it can also be given by the sub-
cutaneous route, where a starting dose of 25 g is
approximately equivalent fo morphine 2 mg given
subcutaneously.®® Fentany! is metabolised by the liver to
compounds, which are both inactive and nontoxic.>® The
metabolites and approximately 10% of unchanged fenta-
nyl are excreted by the kidneys.

Controversies exist about the influence of renal failure
in patients receiving fentanyl. In surgical patients with
severe renal failure who were given a single bolus injection
of fentanyl, the clearance and distribution of the opioid
was similar to surgical patients with normal renal
function.> This suggests that no dose alteration is
required in patients with severe renal failure who are
given a single dose of fentanyl. However, there is wide
interpatient variability in the pharmacokinetics of fenta-
nyl* and a further study has shown that in patients with
severe renal failure who are given a single bolus dose of
fentanyl, there is a reduction in the clearance of the drug.
This may result in respiratory depression 33 Furthermore,
an increase in the half-life of fentany! (up to 25 h) and
distribution volume have been reported in critically ill
patients receiving a continuous intravenous infusion of
fentanyl.>

There is limited evidence for the use of regular or con-
tinucus infusions of fentanyl in patients with severe rénal
failure. Several members of the Expert Consensus Group
had considerable experience of using fentanyl in this
group of patients. With their experience and in the knowl-
edge that the metabolites are both inactive and nontoxic,
the Expert Consensus Group agreed that the evidence
suggests that it is safe to use in the last days of life for a
patient dying with advanced CKID). However, in the
knowledge that accumulation of the parent drug and an
increase in half-life may occur if fentanyl 1s given as a
continuous infusion to patients with severe renal failure,
it is recommended that patients be closely momitored for
signs of opioxd toxicity.

Alfentanil
Alfentanil is a very short-acting opioid with an analgesic
effect, which lasts between 5 and 10 min. It is chemically
related to fentany] but has a faster onset time and shorter
duration of action. This is due to its pharmacokinetic prop-
erties of a small distribution volume and a short half-life of
1.5-3 h.35 Only a small volume of injection is required,
when given by continuous subcutaneous infusion, which
can be an advantage over fentanyl, when a patient requires
high analgesic doses. It undergoes hepatic metabolism by
N- and O-dealkylation to inactive, nontoxic metabolites,
which are cleared by the kidneys. Only 1% of the parent
unchanged drug is excreted by the kidneys 3¢
Pharmacokinetic studies have shown that in patients
with renal failure, there is no change in the volume of dis-
tribution or the elimination half-life of alfentanil.’7-%8 [n
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the literature, there have been no reports of alfentanil
causing adverse effects in patients with severe renal fail-
ure. The evidence suggests that alfentanil is safe to use at
normal doses in patients with renal failure.

However, alfentanil 1s unfamiliar to many palliative
and renal professionals. It also has a short duration pf
action making it unsuitable for the titration of opioids in
a patient with uncontrolled pain. It is considerably more
expensive than fentanyl.

Given the available evidence and these practical con-
siderations the Expert Consensus Group concluded that
fentanyl could be recommended as the opioid of choice
for the Renal LCP. However, if a patient shows signs of
opioid toxicity or large volumes of fentanyl are required,
the patient should be switched to alfentanil.

Summary

The complete document ‘Guidelines for LCP Drug Pre-
scribing in Advanced Chronic Kidney Disease’ 15 avail-
able from the Marie Curie Palliative Care Institute, Liver-
pool website.? The document includes all recommended
drug doses and frequencies. as well as an opioid conver-
sion chart. A summary of the recommendations for opioid
prescribing for the management of pain and dyspnoea is
summarised in Box 4.

Discussion

End-of-life care in patients dying with advanced CKD 15
an area which is poorly studied; however, from the limited
evidence which exists, 1t appears that patients with
advanced CKD suffer similar symptoms to patients with
cancer and for an important minority, the suffering con-
tinues until death. The generic LCP appears to be trans-
ferable to patients dying with advanced CKD and will
hopefully enhance end-of-life care for this population of
patients and their carers.

Box 4 Opioid Prescribing Guidelines for patients
with pain or dyspnoea who are dying with advanced
CKD

Fentanyl by the subcutaneous route is recom-
mended for pain and dyspnoea

Alfentanil is recommended by continuous infusion
if the patient develops signs of toxicity on fentanyl
or if the dose of fentanyl exceeds 500 pg per 24 h
{due to high volume)

Oxycodone, hydromorphone, morphine and dia-
morphine should only be used short-term if alterna-
tive opioids are not immediately available
Morphine or diamorphine should not be given reg-
ularly or by continuous infusion

There is a striking lack of evidence for symptom con-
trol in patients with renal failure and few studies on how
renal impairment affects the pharmacokinetics and phar-
macodynamics of the drugs, which we commonly use to
control symptoms in the dying phase. When any drug is
given to a patient with severe renal failure, it is important
to consider how the drug is metabolised, whether or not
the metabolites are toxic and how the parent drug and
metabolites are excreted. If a proportion of the drug is
excreted unchanged by the kidneys, then it is hable to
accumulate in severe renal failure leading to toXicity.
Likewise, if the metabolites are excreted by the kidneys
and the metabolites are active or toxic, the patient is
more likely to suffer from drug toxicity or adverse effects.

The Renal LCP Guidelines are based on Level 3 and 4
evidence and expert opinion from within the Consensus
Group. The greatest challenge was on.Inaking the recom-
mendations for opioid use. Although the evidence is lim-
ited, there is a strong suggestion that morphine and dia-
morphine are likely to cause adverse effects in severe renal
impairment. It 1s recognised that clinicians are more
familiar with morphine than the alternative opioids, and
one concern was that if morphine is not recommended,
patients may not receive adequate analgesia. However,
the group agreed that in order to avoid the risk of toxicity
it should not be given regularly for a patient dying with
severe renal failure.

Although alfentanil seems to be the safest opioid in
severe renal impairment, its short-acting nature makes it
a poor choice for breakthrough pain relief. It is also unfa-
miliar to some palliative physicians and even more unfa-
muhar for nonpalliative professionals. Reaching a consen-
sus on the recommendations for opieid prescribing was,
therefore, a balance between the evidence, experience
and practical considerations.

Conclusion

The survival of patients with advanced CKD, commeng-
ing dialysis, varies depending on age and comorbidity but
is as low as 18% for patients aged greater than 75 years,
which 1s lower than for many cancers.50 Team-working
between nephrology and palliative medicine professionals
is essential to allow optimum management of these
patients. Further research into the symptoms at the end
of life for these patients is required and continued studies
into the pharmacology of the drugs which we use in the
dying phase is necessary to determine how they are
affected by renal failure. The LCP provides guidelines
based on the best available evidence intended to improve
the care of the dying patient with advanced renal discase.
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