Clinical Kidney Journal, 2023, vol. 16, no. 5, 809-816

https:/doi.org/10.1093/ckj/sfac277
Advance Access Publication Date: 30 December 2022
CK]J Review

Clinical Kidney Journa

CKJ REVIEW
Frailty assessment as part of transplant listing: yes,

no or maybe?

Mara A. McAdams-DeMarco @12, Amarpreet K. Thind3#,
Andrew C. Nixon ©°>¢ and Alexander Woywodt ©°

CLiNicAL KIDNEY JOURNAL

1Department of Surgery, NYU Grossman School of Medicine and NYU Langone Health, New York, USA,
2Department of Population Health, NYU Grossman School of Medicine, New York, USA, 3Division of
Immunology and Inflammation, Department of Medicine, Centre for Inflammatory Disease, Imperial College
London, London, UK, *Imperial College Renal and Transplant Centre, Imperial College Healthcare NHS Trust,
Manchester, UK, >Department of Renal Medicine, Lancashire Teaching Hospitals NHS Foundation Trust,
Preston, UK and ®Division of Cardiovascular Sciences, The University of Manchester, Manchester, UK

Correspondence to: Mara A. McAdams-DeMarco; E-mail: Mara.McAdamsDeMarco@nyulangone.org

ABSTRACT

Frailty, characterized by a decreased physiological reserve and an increased vulnerability to stressors, is common among
kidney transplant (KT) candidates and recipients. In this review, we present and summarize the key arguments for and
against the assessment of frailty as part of KT evaluation. The key arguments for including frailty were: (i) sheer
prevalence and far-reaching consequences of frailty on KT, and (ii) the ability to conduct a more holistic and objective
evaluation of candidates, removing the inaccuracy associated with ‘eye-ball’ assessments of transplant fitness. The key
argument against were: (i) lack of agreement on the definition of frailty and which tools should be used in renal
populations, (ii) a lack of clarity on how, by whom and how often frailty assessments should be performed, and (iii) a
poor understanding of how acute stressors affect frailty. However, it is the overwhelming opinion that the time has come
for frailty assessments to be incorporated into KT listing. Although ongoing areas of uncertainty exist and further
evidence development is needed, the well-established impact of frailty on clinical and experiential outcomes, the
invaluable information obtained from frailty assessments, and the potential for intervention outweigh these limitations.
Proactive and early identification of frailty allows for individualized and improved risk assessment, communication and
optimization of candidates.

In this review, we present and summarise the key arguments for and against the assessment of frailty as part of
kidney transplant evaluation.
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FRAILTY OVERVIEW

Frailty, originally characterized in community-dwelling older
adults, is characterized by a decreased physiological reserve and
an increased vulnerability to stressors; this clinical syndrome is
distinct from comorbidity and disability [1, 2]. As the number of
older kidney transplant (KT) patients continues to grow [3], cen-
tres are seeking tools to help ensure that appropriate candidates
gain access to this lifesaving treatment.

The most widely cited tool to measure frailty is the physical
frailty phenotype (PFP), which was proposed and validated by
Fried and colleagues [2, 4] and has been extensively studied in
KT patients [5, 6]. This PFP is defined by having three of the five
indicators: slow walk speed, low physical activity, unintentional
weight loss, weakness and exhaustion [2]. It has been estimated
that nationally, 16% of KT candidates and 14% of KT recipients
are frail in the USA [7]. Importantly, frailty is common not only
in older KT patients but also manifests at younger ages in this
population. In a cohort study that calculated frailty prevalence
among end-stage kidney disease (ESKD) patients, KT candidates,
found that even among younger patients the burden of frailty
was greater than among community dwelling older adults [8].

Frailty has been noted by transplant centres for its ability
to predict adverse outcomes among ESKD and KT patients
regardless of age [9-15]. Among adult KT candidates, frailty is
associated with lower chance of listing, higher waitlist mortality
and reduced access to KT [16-19]. Frailty was also shown to
improve risk stratification for early hospital readmission [20]
by improving the area under the receiver operating character-
istic curve (P = .01) as well as the net reclassification index
(P = .04). Furthermore, among adult KT recipients, frailty is
associated with surgical complications, delayed graft function,
postoperative delirium, early hospital readmission, immuno-
suppression intolerance and mortality [20-26]. Candidates who
are older (>65 years) are at 1.79-fold increased odds of being
frail and similarly recipients who are older are at a 1.74-fold
increased odds of being frail; age was the only risk factor that
was significantly associated with frailty in adjusted models [8].

However, there are noted limitations to the PFP for use in
transplantation [27]. Namely, the phenotype relies on the self-
report of components like exhaustion, unintentional weight loss
and physical activity. There have been attempts to refine the PFP
for clinical use, making it specific to patients with kidney dis-
ease as has been done in liver transplantation [28]; one study
sought to replace the unintentional weight loss component with
a direct measure sarcopenia, via computed tomography scans,
found that there was no increase in predictive validity for post-
KT outcomes [29]. Other studies have sought to add aging in-
flammatory markers [30]. However, in each case the predictive
validity of the PFP (with the minor revision to measuring dry
weight for unintentional weight loss) was equal to that of any
ESKD-specific measure of frailty and the validity of the PFP re-
mained very high in this novel population of KT patients.

Measures of physical function are often used as surrogates of
frailty: the Short Physical Performance Battery (SPPB), functional
status, Kidney Disease Quality of Life Short Form Physical Com-
ponent Subscale (SF-12 PCS), gait speed, and timed up and go.
These surrogates are also associated with adverse post-KT out-
comes among ESKD and KT patients [31-37]. Finally, it is worth
noting that an additional frailty framework is the deficit accu-
mulation model (Frailty Index) which defines frailty as a state
of accelerated deficit accumulation [38] and had been found to
have similar predictive value to PFP for clinical outcomes in non-
KT populations [39]. While these surrogates may capture a pa-

tient’s ‘vulnerability’ prior to surgery they are not direct mea-
sures of a patient’s underlying physiologic reserve. Physiologic
reserve is an underlying, unobservable construct; this is why we
must measure markers of physiologic reserve through markers
of frailty [40].

In a US survey of 133 KT programs [11], 99% of KT programs
felt that frailty could be helpful in assessing KT candidacy dur-
ing evaluation, and 96% indicated it should be a factor in decid-
ing whether a candidate is selected for transplantation. Strik-
ingly, 69% of US KT programs reported conducting a standard-
ized frailty assessment during transplant evaluation, although
there was little consensus on the tool to measure frailty [11].
This survey was linked to the US national registry. Centres that
performed a frailty assessment at evaluation had better waitlist
outcomes and post-transplant outcomes. However, only centres
that used validated tools (SPPB, functional status, SF-12 PCS, gait
speed, timed up and go) had better waitlist survival [41]. For ex-
ample, centres that used a validated measure of frailty had a
lower waitlist mortality rate [incidence rate ratio (IRR) = 0.89,
95% confidence interval (CI) 0.83-0.96], and this benefit was also
observed among older patients (IRR = 0.82,95% CI 0.72-0.93) [41].
There are likely a number of reasons why transplant centres that
use a validated frailty tool have better waitlist mortality and this
should be investigated in future studies.

In this review we present the pro and con side of a debate:
should frailty assessment be part of the transplant listing pro-
cess? Below we first consider the pro perspective and then the
con perspective (Fig. 1). We conclude this debate with a sum-
mary of the arguments and practical considerations for assess-
ing frailty as part of the transplant listing process.

PRO: VALIDATED FRAILTY ASSESSMENT IS
ESSENTIAL TO MAXIMIZE
TRANSPLANTATION OUTCOMES

Nephrologists, transplant surgeons and transplant clinical nurse
specialists counsel people with advanced chronic kidney disease
(CKD) on the risks and benefits of transplantation. This cannot
be wholly realized without an awareness of a potential candi-
date’s frailty status, given its importance as a predictor of ad-
verse transplantation outcomes.

When compared with validated frailty assessment method-
ology, the accuracy of nephrologist-perceived frailty is not much
better than tossing a coin [42]. Although frailty is a state of age-
associated physiological decline [43], chronological age is often
a poor surrogate for physiological age; older people can be ro-
bust (non-frail) whilst younger people, particularly those living
with chronic conditions, can be frail [8, 15, 44]. In these sit-
uations, individuals may be inappropriately perceived as frail
or robust, respectively. Consequently, patients may decline, or
worse be denied, an intervention that affords clear benefits or
accept an intervention on the basis of understated associated
risks [16]. Adopting an objective frailty assessment method that
is not reliant on personal perceptions and that is directly mea-
surable offers an accurate, consistent, and reliable approach to
the transplantation assessment process that subjective frailty
assessment, influenced by personal perceptions, does not afford.
It provides justification for the risks and benefits conveyed to
patients, relatives and other healthcare providers, transparency
for the basis of decision-making, and ensures fair, equitable
and impartial access to organ donation. Finally, it allows par-
ity of data collection from transplant centres to compare KT
candidate and recipient outcomes, with a view to standardizing
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Figure 1: Weighing the pros and cons of frailty assessment in KT listing.

practice between centres and identifying where improvements
are necessary.

Not all frailty assessment methods are created equal 5,
45]. The most well-studied frailty assessment in the context of
kidney transplantation is the PFP [2, 15], as described above. The
PFP combines objective components (walk speed and weakness)
with subjective components (exhaustion and physical activity).
The most commonly used frailty screening tool in the USA is
simply an assessment of walking speed [11], which has good di-
agnostic accuracy for frailty as measured by the PFP [2,45]. There
are frailty screening tools available that do not involve objective
physical assessments and take less time to perform [45, 46],
but require further evaluation in the transplantation setting. In
practical terms, a walking speed assessment can be introduced
into clinical practice with access to only a corridor, a measuring
tape and a stopwatch. The PFP assessment can be performed
with the addition of a handgrip dynamometer and self-report
questionnaires; this would be preferred given that the vast
majority of the literature supports the use of the PFP in kidney
transplantation. Considering the time and resource invested
in extensive costly cardiac investigations prior to transplanta-
tion (with an arguably less convincing evidence base [47, 48]),
implementation of routine PFP assessment is surely attainable.

Accurately identifying frailty during KT candidacy assess-
ments provides an opportunity to consider a more holistic
review to identify and address care needs [11, 41]. After a
KT patient is identified as frail the next step can be unclear.
However, from geriatric medicine literature, there are potential
assessments to better understand why a patient is frail, identify
associated geriatric impairments and prompt consideration of
what can be done to improve their health and well-being. For
example, Comprehensive Geriatric Assessment (CGA), defined
as ‘a multidimensional, multidisciplinary process which identi-
fies medical, social and functional needs, and the development
of an integrated/co-ordinated care plan to meet those needs’
[49], improves outcomes for older adults, including those living
with frailty [50, 51]. CGA, or modified versions, have been used
to identify frailty and other associated geriatric impairments
in advanced CKD cohorts [52-54], and provide reason to set
targeted interventions [55]. CGA has not yet been evaluated in
the transplantation setting, but existing evidence suggests the
potential for benefit for the waitlisted transplant candidate [56].

Rather than being seen as a dichotomous state, frailty should
be considered on a spectrum from mild to severe, with the risk of
adverse outcomes increasing with worsening frailty status [57].
The goals of management are different for an individual living

with mild frailty compared with an individual living with severe
frailty [58]. In the latter, the focus shifts to supportive care, in-
cluding symptom management and advance care planning. In
those with less severe frailty, there is an emphasis on imple-
menting interventions that mitigate progression of the frailty
syndrome. In fact, we know that frailty is reversible for some
with advanced CKD, indeed it has been shown to improve in
people receiving haemodialysis and following KT [29, 59]. Pre-
cisely when frailty is more amenable to reversibility is uncertain.
It may be that frailty primarily driven by advanced CKD, rather
than multiple chronic conditions (multimorbidity) and ageing it-
self, may be more amenable to reversal with kidney replacement
therapy. There may also be opportunity to improve less severe
frailty states with targeted interventions. Preliminary studies
suggest that exercise interventions, including transplantation
prehabilitation, may maintain or improve frailty status, physi-
cal function, exercise capacity and endurance in advanced CKD
populations [60-63]. There is evidence that multicomponent in-
tervention, including exercise, dietetic and psychological com-
ponents, improves exercise capacity and reduces the decline
in cardiorespiratory fitness in the general CKD population [64].
Multicomponent intervention may also prove to be effective for
people living with advanced CKD and frailty, and could be used
in the optimization of waitlisted transplant candidates [65-67].
But what about the decision to waitlist? How do we identify
those living with frailty that may be reversed and who therefore
may experience greater benefits with transplantation? It is
perhaps easier to identify those in whom frailty is likely irre-
versible and therefore have the highest risk of adverse outcomes
with transplantation. Hospitalization and higher inflammatory
markers are associated with worsening frailty status in people
receiving haemodialysis [59]. We also know that KT candidates
whose frailty status worsens prior to transplantation have a
higher mortality risk post-transplantation and longer length
of hospitalization suggesting that frailty is dynamic between
evaluation and admission for KT [68]. Repeated frailty assess-
ment (at each clinical encounter at the transplant centre on
non-dialysis days) of those referred for KT candidacy evaluation
allows for the identification of individuals with worsening
frailty and higher risk of adverse transplantation outcomes.
For those waitlisted, regular frailty assessment ensures timely
suspension from the KT waitlist for those in whom transplan-
tation risks have increased. It also offers the opportunity to
implement targeted interventions leading to the avoidance of
further unplanned hospitalizations, and may, for some, lead to
improvement in physical frailty and subsequent reactivation



812 | M.A.McAdams-DeMarco et al.

on the transplant waitlist. Listing decisions should weigh the
totality of evidence, including frailty, when deciding whether to
list a patient. Frailty should never be used as the sole reason for
disqualifying a patient for KT, as is supported by patients and
experts [69, 70]. Frailty is particularly useful when deciding to
list an older candidate such that robust older adults should be
listed regardless of their age.

In summary, the evidence that frailty is associated with
adverse transplantation outcomes is compelling. Frailty assess-
ments have been validated in advanced CKD and transplanta-
tion settings, are practical to introduce and can ensure equitable
access to kidney donation. Accurate identification of frailty pro-
vides an opportunity to introduce interventions that optimize
the potential transplant recipient, maximizing their opportunity
to receive a KT and minimizing the risk of perioperative adverse
outcomes. Finally, regular frailty assessment allows the iden-
tification of those in whom the risks of KT exceed the benefits
and provides transparency for decisions not to waitlist for pa-
tients, relatives and the transplant community. If they have not
already, transplant centres should introduce a validated frailty
assessment within candidacy evaluation and thereafter regular
assessment for those waitlisted to maximize patient outcomes.

CON: INTRODUCING FORMAL ASSESSMENT
OF FRAILTY AS PART OF TRANSPLANT
ASSESSMENT IS PREMATURE

Nobody doubts the use of frailty assessment in our specialty
or disputes current evidence pointing towards frailty as a
useful marker of prognosis after KT. What is currently not
clear is whether formal assessment and scoring of frailty in KT
candidates is better than the current standard of transplant as-
sessment and whether such formal assessment would change
our decisions on whom to list. We would argue that transplant
assessment has always taken frailty into account although
perhaps not in a formal way.

The lack of consensus regarding tools for frailty assessment
remains a key concern [71] and some form of international con-
sensus is eagerly awaited. It is worth remembering that frailty
scores were originally devised for use in an elderly population
and only some have been validated in renal patients including
those younger than 65 years, an age bracket where many renal
patients already fulfil PFP criteria [30]. A good example where
this is often the case is the KT candidate with long-standing
type 1 diabetes and multiple diabetic complications. It is likely
that trajectories of frailty are very different in at least some
of our renal patients and perhaps we should consider more
specific scores for use in this population.

Secondly, the choice of terminology is worth considering. Pa-
tients themselves often reject the term ‘frail’ [72]. A discussion
around consensus for tools should also include the terminology
and take into account the views of patients and their families
and caregivers.

Thirdly, we need to consider the implications on workload
and resources overall. There are specific feasibility concerns
with frailty assessment: space to conduct the assessments, ad-
dition of an assessment that takes 10-20 minutes to complete,
cultural appropriateness of the questions in the PFP. Consider
a department that assesses around 200 patients annually for
transplantation. Assuming that a PFP assessment and its doc-
umentation will add at least 10 minutes, then this additional
element of the assessment pathway would lead to an extra
workload of 33 hours annually. It is difficult to see how teams
could accommodate this additional work in our assessment

clinics and it is equally difficult to see how nursing colleagues,
or the referring teams and nephrologists, could take this on. The
issue of resources becomes more significant if we accept that we
would also have to reassess frailty whilst patients are waitlisted.
To do this in our 250 patients listed for kidney and 50 patients
listed for combined kidney and pancreas transplantation (who
are reviewed twice a year) would add another 58 hours of work
annually excluding reassessments after intercurrent illness
and operations. The workload generated by communication to
other healthcare providers [73] is difficult to gauge but we could
surely expect to spend a significant amount of time with this
as well, at least initially. It is also certain that documenting and
assessing frailty during KT assessment will require additional
discussion time with patients and families not least to allow
them to understand the concept.

Linked to the concept of frailty assessment in KT candi-
dates is the idea that intervention is feasible and effective to
improve post-transplant outcomes [74]. Early evidence shows
that prehabilitation is both safe and feasible in this population
[60-63]. What is much less clear is the magnitude of a positive
effect, if any, on outcomes. The resource implications of such
a program are also significant and it is worth noting that even
studies in this regard have been suspended due to the impact
of the pandemic on workforce and resources [75]. Studies
to demonstrate the benefit of a prehabilitation program are
under way and demonstrating the real-world effectiveness and
cost-effectiveness will be an important part of this work.

In summary, current evidence is intriguing but does not
justify the resources required to do this routinely and do it
well. Key steps would include more research to establish that
formal assessment of frailty is superior to standard of care,
agreement on tools and terminology (and ideally international
harmonization of both), demonstration of cost-effectiveness,
and also a better understanding of the magnitude of clinical
benefit of prehabilitation in patients specifically identified as
frail prior to transplantation.

CONCLUSION

Having presented and summarized the key arguments it is the
overwhelming opinion of the authors that the time has come for
frailty assessments to be incorporated into KT listing. Although
ongoing areas of uncertainty exist and further evidence develop-
ment is needed, the well-established impact of frailty on clinical
and experiential outcomes, the invaluable information obtained
from frailty assessments and the potential for intervention out-
weigh these limitations. Proactive and early identification of
frailty allows for individualized and improved risk assessment,
communication and optimization of candidates [5]. Frailty
assessments are integral to the care provided for older or
vulnerable people across a variety of other specialties already,
with routine assessment now part of many UK secondary-care
admissions [76]. A recent guideline from the Centre for Peri-
operative Care and British Geriatric Society has developed an
approach to addressing frailty in both emergency and elective
surgery, and may provide a framework for adoption into KT
assessment [77]. Nephrology, and specifically transplantation,
must now respond to this proven need or risk being left behind.

Integral to achieving this is development of a balanced
approach, recognizing the increased demand frailty assess-
ments place on existing services, but in doing so, allow for
improved effectiveness and outcomes for both patients and
transplant units. Accordingly, we have developed Table 1 to
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Table 1: Practical tips for implementing frailty assessments in existing practice.

Planning (i)

e Frailty tools already in use.

Explore existing resources in place at your institutions:

e Frailty support resources (e.g. personnel/teams already conducting frailty assessments,
interventions in place to support frailty management).

(i) Liaise with other specialties who have frailty experience in your institutions [geriatric medicine
colleagues, surgical specialties already addressing frailty in their services (e.g. orthopedics)].

(ili) Engage early and involve multi-disciplinary colleagues within your institutions throughout all
stages (e.g. physiotherapists, pharmacists, dietitians, occupational therapists, social workers).

(iv) Identify a timeline for frailty to be reassessed at defined intervals (e.g. alongside existing timelines
for transplant waitlist reviews or when other investigations are repeated).

(v) Recognize and prepare that additional frailty reassessments may be required following a change in
circumstances or condition of individuals.

Implementation ()

Start by picking an ‘easy-to-use’ frailty assessment or tool that your unit already has experience of

using, e.g. Clinical Frailty Scale (CFS).
(ii) Two potential approaches for introduction:

¢ Apply a global, easy to perform, frailty screen for all waitlist candidates—then perform a more
detailed frailty assessment for those individuals identified as pre-frail/frail from the initial screen
(e.g. CFS for all then a Frailty Phenotype assessment for those at risk).

Or

e Initially focus on assessing frailty in at-risk groups only (e.g. older people, multi-morbid
candidates, or where they are perceived to be frail).

(iii) Involve and utilize multidisciplinary colleagues to feedback frailty assessment results and provide
targeted interventions to address the deficits identified.

(iv) Communicate with patients from the start to explain the rationale for introducing frailty
assessments, provide assurances for patients and encourage patients to get involved with their goal
setting and intervention targets.

Evaluation and review (i)

Set defined timepoints for reviewing the implemented tool, including feedback and experiences

from both patients and colleagues using the tools. This provides an opportunity to refine practice
and identify areas for improvement or additional training needs.

Table 2: Recommended topics for future research.

Topics for future research

(i) Agreement and validation of the optimal frailty tool to be used for assessing renal populations.

(i) Research on both targeted and multicomponent interventions which can be administered for managing and addressing frailty
deficits, and the effectiveness of these interventions in renal populations.

(iii) Development of a frailty guideline or toolkit, to provide a framework for implementation by nephrology units and standards to

be met.

(iv) Better understanding of timing of frailty assessments and reassessments, to improve comprehension around frailty dynamics

and to ensure frailty assessment strategies are optimised.

(v) Involvement and engagement with renal patients directly to help address and reduce the stigma, anxiety and stress associated
with the assessment and identification of frailty, to identify acceptable terms, assessments and interventions, and to improve

patient acceptance of frailty considerations in clinical practice.

suggest practice points that may help facilitate incorporation.
Although many approaches are possible, these suggestions
are aimed at engaging transplant units to think practically
about frailty and its realistic inclusion in their work-up
practices.

Future considerations

Recognizing frailty and measuring its prevalence in popu-
lations served by transplant units is the first step towards
addressing frailty and providing holistic approaches to man-

agement. Incorporation is possible in the presence of ongoing
uncertainties. However, nephrologists must maintain an
awareness of where limitations do exist, to ensure they are
practicing accurately, and that future work is directed appro-
priately. Table 2 highlights the research areas that still need
addressing.

Through presentation of the pertinent evidence and by
offering practical approaches, the authors hope to have pro-
vided a convincing overview and a clear mandate for action,
as well as incentivized transplant units to act in realistic ways.
Through adoption of frailty assessments KT units, patients
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and healthcare systems all stand to benefit by achieving better
optimization of candidates, improved utilization of organs and
ultimately maximization of outcomes.
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