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Abstract

Background Maintaining the ability to perform self-care is a critical goal in patients with cancer. We assessed whether
the patient-reported ability to walk 4 m and wash oneself predict survival in patients with pre-terminal cancer.
Methods We performed a prospective observational study on 169 consecutive hospitalized patients with cancer (52%
female, 64 + 12 years) and an estimated 1-12 months prognosis at an academic, inpatient palliative care unit. Patients
answered functional questions for ‘today’, ‘last week’, and ‘last month’, performed patient-reported outcomes (PROs),
and physical function assessments.

Results Ninety-two (54%) patients reported the ability to independently walk 4 m and 100 (59%) to wash ‘today’. The
median number of days patients reported the ability to walk 4 m and wash were 6 (IQR 0-7) and 7 (0-7) days (‘last
week’); and 27 (5-30) and 26 (10-30) days (‘last month’). In the last week, 32% of patients were unable to walk
4 m on every day and 10% could walk on 1-3 days; 30% were unable to wash on every day and 10% could wash on
1-3 days. In the last months, 14% of patients were unable to walk 4 m on every day and 10% could only walk on 1-
10 days; 12% were unable to wash on every day and 11% could wash on 1-10 days. In patients who could walk ‘today’
average 4 m gait speed was 0.78 = 0.28 m/s. Patients who reported impaired walking and washing experienced more
symptoms (dyspnoea, exertion, and oedema) and decreased physical function (higher Eastern Cooperative Oncology
Group Performance Status, and lower Karnofsky Performance Status and hand-grip strength [unable vs. able to walk
‘today’: 205 = 87 vs. 252 + 78 Newton, P = 0.001; unable vs. able to wash ‘today’: 204 + 86 vs. 250 + 80 Newton,
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P = 0.001]). During the 27 months of observation, 152 (90%) patients died (median survival 46 days). In multivariable
Cox proportional hazards regression analyses, all tested parameters were independent predictors of survival: walking
4 m ‘today’ (HR 0.63, P = 0.015), ‘last week’ (per 1 day: HR 0.93, P = 0.011), ‘last month’ (per 1 day: HR 0.98,
P = 0.012), 4 m gait speed (per 1 m/s: HR 0.45, P = 0.002), and washing ‘today’ (HR 0.67, P = 0.024), ‘last week
(per 1 day HR 0.94, p=0.019), and ‘last month’ (per 1 day HR 0.99, P = 0.040). Patients unable to walk and wash

experienced the shortest survival and most reduced functional status.
Conclusions In patients with pre-terminal cancer, the self-reported ability to walk 4 m and wash were independent
predictors of survival and associated with decreased functional status.
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Introduction

Maintaining independence as long as possible is one of the
most essential and desired goals for patients with cancer.
With cancer progression, most patients experience an in-
creased dependency on external supports along with a de-
creased quality of life and patient satisfaction.® The ability
for self-care and independent living are strongly desired ele-
ments of patients’ dignity. Maintenance of basic functional
self-care is integral to patient autonomy and self-manage-
ment, including the ability to walk short distances and wash
oneself. These are crucial components that may determine
if patients with pre-terminal cancer remain self-sufficient. If
patients cannot perform these basic activities, they lose their
self-care ability, hastening their loss of independence and
feelings of loss of confidence, depression, and isolation.

Clinicians’ assessments, such as the Karnofsky Perfor-
mance Status (KPS)®> and Eastern Cooperative Oncology
Group (ECOG) Performance Status® have historically captured
physical functioning. In contrast, clinicians capture patients’
functional health using assessments such as basic activities
of daily living, mobility, and instrumental activities of daily
living.* However, patient-reported outcomes (PROs) are in-
creasingly utilized in assessing patients’ physical functioning
and quality of life in clinical trials.> Despite the clinical impor-
tance and impact of patients’ ability for self-care in patients
with pre-terminal cancer, few PROs have been assessed and
validated in this specific phase of cancer. Clinicians require
simple and clinically meaningful PROs to evaluate patients’
ability for self-care when patients with cancer are most
vulnerable. Therefore, we prospectively tested whether
novel functional assessment endpoints in patients with
pre-terminal cancer can predict survival, including a
patient-reported ability to ambulate 4 m and/or wash. These
new and easy-to-use PROs could represent new endpoints for
interventional trials in pre-terminal patients with cancer. Fur-
thermore, they may help refine prognostication to inform the
distribution of additional clinical resources to support pa-
tients at the highest risk of poor clinical outcomes.

Methods
Patients

From August 2019 until November 2021, we enrolled 169
hospitalized, pre-terminally ill patients with cancer in a
palliative care unit at Charité-Universitatsmedizin, Berlin. In-
clusion criteria were (1) willing and able to participate in a
prospective observational study and independently sign the
consent form; (2) histologically confirmed cancer diagnosis;
(3) advanced/incurable stage cancer; (4) receiving care on a
palliative care unit with an expected survival ranging from
1-12 months per the treating oncologist. Information about
patients’ clinical condition, medical history, co-morbidities,
and drug therapy was recorded from medical records and
per patient report. We collected venous blood from each pa-
tient to analyse blood parameters. The local Ethics Commit-
tee approved the study and it complied with the Declaration
of Helsinki.

Endpoint-related questions

Participants were asked questions relative to three time
points: the day of the examination (‘today’) as well as 1 week
(‘last week’) and 1 month (‘last month’) before the day of the
examination. The investigator asked each patient six ques-
tions: (1) Are you able to walk 4 m today? (2) How many days
were you able to walk 4 m in the last week? (3) How many
days were you able to walk 4 m in the last month (30 days)?
(4) Are you able to wash yourself today? (5) How many days
were you able to wash yourself in the last week? (6) How
many days were you able to wash yourself in the last month
(30 days)?

If patients answered that they could walk 4 m on the day
of examination, a 4 m gait speed test® was performed twice,
and the average gait speed was calculated. Patients needed
to walk the 4 m independently but were allowed to use a
walking aid. For patients stating they were unable to walk
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4 m on the day of examination, we accepted this statement,
and a gait speed of 0 m/s was recorded. We defined the abil-
ity to wash as being capable of independently washing one-
self in the bathroom/shower without help during the washing
period; alternatively, to wash oneself in bed alone with a
washing bowl and sponge that the caregivers provided. For
patients stating they could not independently wash on the
examination day, we accepted this statement and recorded it.

Patient-reported outcomes

On the examination day, we assessed the following PROs:
resting perceived dyspnoea’ and resting perceived exertion®
(per the Borg scale), dyspnoea according to the New York
Heart Association (NYHA) classification,’ self-rated health,°
KPS2, ECOG Performance Status,® and a visual analogue scale
(mm) for appetite’® and pain.*® In addition, we measured
hand-grip strength'® using a digital hand-dynamometer
(JAMAR® Plus, Patterson Medical, UK).

Statistical analysis

IBM Statistical Package for the Social Sciences (SPSS) 26.0 and
SAS/STAT software, Version 9.4 Copyright © 2022 SAS Insti-
tute Inc. were used for statistical analysis. The power calcula-
tion was based on detecting differences between subgroups
within endpoints using a log-rank test. With an allocation ra-
tio of 1 and a possible rate of censoring of 20%, a total sam-
ple size of 166 subjects achieves a power of 85% to detect a
hazard ratio of 0.60 when the significance level (alpha) is 0.05
using a two-tailed log-rank test (calculated with nQuery®?).
Data are presented as median with interquartile range (IQR)
or mean * standard deviation (SD). If normal distributions
could reasonably be assumed, group means were compared
using the Student’s unpaired two-sample t-test; otherwise,
we used the Mann—-Whitney U test (also known as Wilcoxon
rank sum test). We used one-way ANOVA analysis for nor-
mally distributed variables for more than two comparison
groups and the Kruskal-Wallis test as a non-parametric test.
Chi-squared test was preferably used for the analysis of con-
tingency tables; only when at least one cell assignment was
smaller than five we used Fisher’s exact test. Cox propor-
tional hazards regression was used for survival analyses with
results displayed as hazard ratios (HR) and 95% confidence in-
tervals (95% Cl) and adjusted for age, sex, solid cancer, and
ECOG Performance Status >3. Kaplan—Meier curves for the
first 12 months of follow-up were constructed for illustrative
purposes. Best cut-offs for the ability to walk 4 m or wash
with the most significant split were chosen based on the stan-
dardized log-rank test for 1, 2, 3, 6, 12 months, and the entire
follow-up period.’® In this exploratory study, significance
tests have a descriptive character and are therefore not

corrected for multiplicity.*® A P-value <0.05 was deemed sta-
tistically significant in all analyses.

Results
Study population

One hundred sixty-nine consecutive hospitalized patients
with cancer receiving care on the palliative care unit were
prospectively assessed from August 2019 until November
2021 (52% female, average age 64 + 12 years). One hundred
fifty-four (91%) patients had solid cancers and 15 (9%) had
haematological malignancies (Table S1). Overall, patients
had a mean Charlson co-morbidity index*” of 8 points, and
44% were actively receiving cancer-directed therapy, 85% re-
ceived prior systemic cancer therapy (58% > 2 previous lines
of therapy), and almost half had received previous radiation.
Patients’ prior cancer treatment is captured in Table 1.
Ninety-two (54%) patients could walk 4 m on the examina-
tion day, and 100 (59%) were able to wash oneself on the ex-
amination day. In the 92 patients who could walk, the aver-
age 4 m gait speed was 0.78 + 0.28 m/s. The median
number of days that patients reported they were able to walk
4 m in the ‘last week’ and ‘last month’ were 6 (IQR 0-7) and
27 (5-30); and the median number of days patients were able
to wash independently was 7 (0-7) and 26 (10-30) days, re-
spectively (Table 1 and Figure 1A—C). Patients who were not
able to independently walk 4 m or wash ‘today’ more fre-
quently had a KPS < 40% and ECOG Performance Status >3
(Tables 1, 2 and 4).

Survival analysis

During 27 months of follow-up (from baseline until January
2022), 152 (90%) patients died, and the median survival
was 46 days. Specifically, 1, 2, 3, 6, and 12 month survival
rates were 62% (95% Cl 54-68%), 41% (34-49%), 31%
(25-38%), 18% (13-24%), and 14% (9-20%), respectively.
In multivariable Cox proportional hazards regression analy-
ses (adjusted for age, sex, solid cancer, and ECOG Perfor-
mance Status >3, Table 3), all newly tested parameters
were independent predictors of survival. These parameters
included walking 4 m ‘today’ (HR 0.63, P = 0.015), ‘last
week’ (per 1 day: HR 0.93, P = 0.011), ‘last month’ (per
1 day: HR 0.98, P = 0.012); 4 m gait speed (per 1 m/s:
HR 0.45, P = 0.002); ability to wash ‘“today’ (HR 0.67,
P = 0.024), ‘last week’ (per 1 day: HR 0.94, P = 0.019), ‘last
month’ (per 1 day: HR 0.99, P = 0.040). The Kaplan—Maier
curves underline the survival benefit of those patients
who could walk 4 m or wash on the examination day
(Figure 2A,B). When the ability ‘to walk 4 m today’ and
‘to wash today’ were combined in one multivariable
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(A) — Ability to walk 4 meters and to wash today
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(B) — Ability to walk 4 meters and to wash in the last week
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Figure 1 (A) Ability to walk 4 m and to wash today. (B) Ability to walk 4 m and to wash in the last week. (C) Ability to walk 4 m and wash in the last

month.

survival model, patients that could neither walk nor wash different timespans, the best cut-offs for the ability to walk
experienced the shortest survival (Harrell’s C-statistic 0.61) 4 m and to wash are shown in Table S2A,B. For the ability
(Table 3, Figure 2C). Regarding survival prediction across to walk 4 m, the best cut-off for the ‘last week’ and the
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Patients not able to walk 4 m and not able to wash

No. of days patients were able to wash in the last week (per 1 day in the last week)

No. of days patient washed him/herself in the last month (per 1 day)

Combined model**
HR 0.95 (95% Cl 0.60-1.51) P = 0.83; multivariable HR 1.03 (95% CI 0.64-1.66) P

Patients able to walk 4 m today and able to wash today (yes vs. no)
Patients either not able to walk 4 m or not able to wash

No. of days patients were able to walk in the last month (per 1 day)

4 m gait speed (per 1 m/s)

No. of days patients were able to walk in the last week (per 1 day)
Patient-reported ability to wash

Patients able to wash today (yes vs. no)

Able to walk 4 m today (yes vs. no)
P-value for the combined model P < 0.001, subgroup difference between Patients able to walk 4 m and able to wash vs Patients not able to walk 4 m or not able to wash: univariable

Adjusted for age, sex, solid vs. haematologic, ECOG >3 (yes vs. no).

3
ok

Table 3 Cox proportional hazards regression analyses in pre-terminal patients with cancer (n = 169)

Patient-reported ability to walk 4 m

Variable

mentally cope with the cancer disease are strongly related.
To some extent, self-care can be learned and trained with
the help of clinicians, friends, partners, relatives, and/or by
personal experience. Major components of this learning in-
clude the physical ability for self-care, monitoring one’s phys-
ical condition, interacting with friends and relatives, keeping
an open mind with positive thinking, and achieving one’s
wishes.??

A meta-analysis of 21 studies, including 400 patient inter-
views at the end of life, identified three main themes that de-
scribed how patients’ dignity could be impaired: the loss of
control and functionality, autonomy, and identity.?’ During
the interviews, investigators identified an overarching theme
that patients wished for self-control and self-determination
over the process of dying. This study also showed that each pa-
tient had their own opinion of what it meant for them to lose
their dignity (e.g., losing the ability to use a bathroom by one-
self, needing to be dressed by others, having to eat at
predefined times, or depending on another person for
24 h/day).?°

Therefore, we prospectively assessed new and simple
patient-reported functional assessment endpoints for clini-
cal associations and survival prediction in pre-terminal
patients with cancer. Namely, we asked the patients about
their ability to walk 4 m and wash at three intervals
(‘today’, ‘last week’, and ‘last month’). Especially in patients
approaching the end of life, it is essential to aid the clini-
cian with succinct and convenient questions that can be
utilized in a focused conversation with a patient without
using and analysing lengthy questionnaires. For example,
standard patient questionnaires for patients with cancer re-
ceiving palliative care do exist, such as the Palliative Prog-
nostic Index®* and the European Organization for Research
and Treatment Quality of Life in Palliative Cancer Care Pa-
tients (EORTC QLQ-C15-PAL),%®> but both contain 9 to 15
separate questions with multiple answer choices. Addition-
ally, the clinician needs to take the time to calculate a score
from the answer choices, limiting the quick and routine use
of these tools in every pre-terminal patient with cancer in
less than a minute. Other questionnaires, such as the Palli-
ative Prognostic Score,?® require an additional blood sam-
ple, limiting its routine use.?’” Another questionnaire, the
Palliative Performance Scale,?® is shorter but still relies on
five separate questions, each including four to five answer
choices. We believe our novel PROs and approach mirror
the two most widely used (and most simple) existing
clinician performance scales—the KPS* and ECOG Perfor-
mance Status’—with the added advantages of being
patient-reported and specifically developed and validated
for patients with cancer approaching the end of life.

To our knowledge, this is the first time that these new
patient-reported functional assessment endpoints have
been prospectively assessed in pre-terminal patients with
cancer with 1-12 months of anticipated survival. The 4 m

Journal of Cachexia, Sarcopenia and Muscle 2023; 14: 1670-1681
DOI: 10.1002/jcsm.13247

85U8017 SUOWIIOD BAIEa.D 3|t |dde aup Ag peussnob afe ssolle O ‘8Sn JO S9Nl 10} AeiqiT8UIjUO /8|1 UO (SUORIPUOD-pUB-SWSHW0D A8 | 1M ATeIq Ul |UO//:SdNY) SUOHIPUCD pue swie | 8y} 88S *[£20z/0T/0E] Uo A%iqiTauluo A8IM 'S JO AISRAIUN UeIBaMION NUIN AQ Z17ZET WSO (/Z00T 0T/10p/LLioo" A8 1M ARe.q 1 jpuluoy/sdiy wolj pepeojumod ‘v €202 ‘600906TZ6ESET



1678 M.S. Anker et al.

(A) - Survival analysis in 169 palliative cancer patients according to their ability to walk 4m

100 -
@ Patients able to walk 4m
80 @ Patients not able to walk 4m
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Reduced risk 31%, p=0.023
0 T T T T Time (Months)
0 3 6 9 12

Patients able to walk 4m
Atrisk 2 56 19 16
Deaths 0 36 72 73
Cumulative Survival (%) 100 40 22 20
Patients not able to walk 4m
At risk 77 60 8 3
Deaths 0 17 67 69
Cumulative Survival (%) 100 22 12 9

(B) - Survival analysis in 169 palliative cancer patients according to their ability to wash

100
@ Patients able to wash themselves
—_ @ Patients not able to wash themseleves
I 80
<
®
2
e Y
5 60
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]
2
5
= 40—
£
o )
20 iy LL-—\—\_\; i
L,_‘ Reduced risk 29%, p=0.037
0 T T T T Time (Months)
0 6 9 12
Patients able to wash
At risk 100 39 19 14
Deaths 0 61 80 81
Cumulative Survival (%) 100 40 20 19
Patients not able to wash
Atrisk 69 14 9 5
Deaths 0 55 58 61
Cumulative Survival (%) 100 20 14 11

(C) - Survival analysis in 169 palliative cancer patients according to their ability to walk 4m and wash

100 -
O Patients able to walk 4m AND able to wash
@ Patients not able to walk 4m OR not able to wash
80 O Patients not able to walk AND not able to wash
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0 T T T T Time (Months)
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Patients able to walk 4m AND able to wash
At risk 82 50 17 14
Deaths 0 32 64 66
Cumulative Survival (%) 100 40 2 19
Patients not able to walk 4m OR not able to wash
At risk 28 11 6 4
Deaths . 0 17 22 22
Cumulative Survival (%) 100 39 2 21
Patients not able to walk 4m AND not able to wash
Atrisk
Deaths %9 W :1 524
Cumulative Survival (%) 100 P s A

Figure 2 (A) Survival analysis in 169 palliative cancer patients according to their ability to walk 4 m. (B) Survival analysis in 169 palliative cancer pa-
tients according to their ability to wash. (C) Survival analysis in 169 palliative cancer patients according to their ability to walk 4 m and wash.
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001

63
0.001

Values are means + SD for normal distribution, median and interquartile range (IQR) for non-normal distribution variables, or n (%) for nominal variables. P-values for nominal variables

refer to the two comparison groups. P-values <0.05 are bold.

0.092

m
o ~
o —
o o

P-value

<0.001

<0.001

<0.001

<0.001
0

<0

Patients able
to wash today
(n = 100)

(37

(
65 (65)
15 (15)
2 (1-4)

5 (3-7)
72 (72)
35 (10-78)
20 (0-50)
250 + 80

Patients not able
to wash today
(n = 69)
56 (81)

26 (38)

66 (96)

42 (61)

5 (3-7)

7 (5-8)

55 (80)

24 (10-51)
20 (3-60)
204 + 86

P-value
<0.001
0.004
<0.001
<0.001
0.002
0.009
0.007
0.22
0.41
0.001

Patients able to
walk 4 m today
(n =92)

35 (38
55 (60)

9 (10)

2 (1-5)
5(3-7)

63 (69)

35 (10-69)
20 (0-50)
252 =78

Patients not able
to walk 4 m today
(n=77)

58 (95)

28 (37)

76 (99)

48 (62)

4 (2-7)

7 (4-8)

64 (83)

24 (9-60)

20 (5-60)
205 = 87

ECOG, Eastern Cooperative Oncology Group; mm, millimetre; N, Newton; NYHA, New York Heart Association.

Table 4 Patient-reported outcomes and functional testing in n = 169 pre-terminal patients with cancer

Resting perceived exertion (Borg scale, 0-10 points)
Poor or very poor self-rated health, n (%)

Visual analogue scale (appetite) (mm)

Visual analogue scale (pain) (mm)

Resting perceived dyspnoea (Borg scale, 0-10 points)
Hand-grip strength (N)

Dyspnoea NYHA >3, n (%)
ECOG Performance Status >3, n (%)
Karnofsky Performance Status <40%, n (%)

Peripheral oedema, n (%)

Variable

gait speed has been used for survival prediction in patients
with cancer receiving treatment.?® However, asking patients
to self-report their ability to ambulate 4 m has not been
previously described. We believe the concept of asking peo-
ple about their ability to independently walk 4 m or to
wash ‘today’, ‘last week’, and ‘last month’ is completely
novel as a prognostication tool in this setting. Moreover,
these new, succinct, practical, and easy-to-use functional as-
sessment endpoints could be applied in future interven-
tional trials in pre-terminally ill patients with cancer when
evaluating novel methods to optimize the ability for self-
care.

Additionally, these new PROs could be easily implemented
in everyday clinical decision-making. Depending on patients’
ability to walk short distances or wash, structured, supportive
care interventions, including individualized physiotherapy,
nutritional supplementation, optimization of pain medica-
tions, and psychological support, could be further targeted
to maintain or enhance those abilities. When considering
physical performance and overall functional status using our
best cut-offs at a 2 month survival prediction, these questions
could also help clinicians recognize when timely advance care
planning discussions are necessary, further enhancing the rel-
evancy and practicality of these discussions.° Lastly, identify-
ing patients with cancer at the highest risk of losing their in-
dependence through simple PROs may also help triage
limited clinical resources and expertise to minimize health-
care utilization and associated costs, which requires further
prospective validation.

Limitations

In this study, we included patients with cancer with 1-
12 months of anticipated survival receiving care on an inpa-
tient palliative care unit willing and able to participate in a
prospective, observational study. Given the study’s prospec-
tive nature, including 169 pre-terminally ill patients is an
appropriate number for testing these new endpoints, espe-
cially given that all seven endpoints predicted survival in
multivariable analyses. Future studies are warranted to as-
sess and validate these new functional endpoints in pa-
tients with cancer with shorter or longer prognoses. These
endpoints should also be assessed in patients with cancer
in the ambulatory outpatient setting. For the new func-
tional endpoints, we mainly relied on the patients’
reporting of the ability to walk or wash in the past week/
month. We could only validate the patients’ answers on
the examination day by letting them perform a 4 m gait
speed test if they reported they could do so safely. In gen-
eral, we observed that patients knew very well whether
they could walk ‘today’ or not. Still, future studies should
repeatedly assess the ability to independently walk or wash
at regular time intervals.
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Conclusions

In pre-terminally ill patients with cancer, the self-reported
ability to independently walk 4 m and wash are independent
predictors of survival and associated with functional status.
Utilizing these new PRO endpoints in interventional clinical
trials of patients with cancer and limited prognoses could op-
timize prospective interventional clinical trial methods. Fur-
thermore, applying these easy assessments in routine clinical
care may enhance the triage of limited clinical resources, ex-
pertise, and timely clinical interventions.

Acknowledgements

We want to thank all the patients and the entire staff, who
were involved in the study, for their important help.

Open Access funding enabled and organized by Projekt
DEAL.

Funding

This study was partly supported by the “German Center for
Cardiovascular Research” through research support to MSA,
SH, and SDA and partly supported by the German Heart
Foundation/German Foundation of Heart Research through
research support to MSA and MT.

Conflict of Interest

MSA reports personal fees from Servier, outside the submit-
ted work. EJR has served as a member of the Scientific Advi-
sory Board for Napo Pharmaceuticals, Care4ward, Actimed
Therapeutics, and Meter Health. EJR has also served as a con-
sultant for Veloxis Therapeutics and BYOMass and Takeda,
Enzychem Lifesciences Pharmaceutical Company. UW is sup-
ported by a Clinical Fellowship Grant from the BIH (Berlin In-
stitute of Health) and has received speaker fees and/or con-
tributions to congresses from Abbott, Astra Zeneca, Bayer,
Berlin Chemie, Bristol-Myer Squibb, GE Healthcare, Pfizer,
Philips, and Servier, all outside the submitted work. SvH has
been a paid consultant for and/or received honoraria pay-
ments from AstraZeneca, Bayer, Boehringer Ingelheim,
BRAHMS, Chugai, Grinenthal, Helsinn, Hexal, Novartis,
Pharmacosmos, Respicardia, Roche, Servier, Sorin, and Vifor.
MR received honoraria from AstraZeneca and Novo Nordisk.
TR has received personal support for invited talks and partic-
ipation in advisory boards from Novartis, Astra Zeneca, Bayer,

Daiichi Sankyo, Berlin Chemie outside the scope of this work.
MT has received personal support for invited talks and partic-
ipation in advisory boards from Novartis, Astra Zeneca, Bayer,
Daiichi Sankyo, Asklepios, Berlin Chemie outside the scope of
this work. LHL has served on the advisory board for Daiichi
Sankyio, Senaca, Astra Zeneca, and Servier, as an external ex-
pert for Astra Zeneca and received speakers’ honoraria from
Novartis and MSD. SvH reports research support from
Amgen, Boehringer Ingelheim, IMI, and the German Center
for Cardiovascular Research (DZHK). AJSC declares having re-
ceived honoraria and/or lecture fees from Astra Zeneca,
Bayer, Boehringer Ingelheim, Menarini, Novartis, Servier,
Vifor, Abbott, Actimed, Arena, Cardiac Dimensions, Corvia,
CVRx, Enopace, ESN Cleer, Faraday, Impulse Dynamics,
Respicardia, Viatris. TF reports personal fees from Bayer,
BiosenseWebster, Bristol Myers Squibb, CSL Behring, Enanta,
Fresenius Kabi, Galapagos, Immunic, IQVIA, Janssen,
KyowaKirin, Lilly, LivaNova, Minoryx, Novartis, Recordati,
Roche, Servier, Viatris, and Vifor for statistical consultancies
including data monitoring committees, all outside the
submitted work. JB reports being a consultant for Abbott,
Adrenomed, Amgen, Array, AstraZeneca, Bayer,
Boehringeringelheim, Bristol Myers Squibb, CVRx, G3 Phar-
maceutical, Impulse Dynamics,Innolife, Janssen, LivaNova,
Luitpold, Medtronic, Merck, Novartis, Novo Nordisk, Roche,
and Vifor. SDA reports grants and personal fees from Vifor
and Abbott Vascular, and personal fees for consultancies, trial
committee work and/or lectures from Actimed, Amgen, Astra
Zeneca, Bayer, Boehringer Ingelheim, Bioventrix, Brahms, Car-
diac Dimensions, Cardior, Cordio, CVRx, Edwards, Farraday,
Impulse Dynamics, Janssen, Novartis, Occlutech, Pfizer,
Respicardia, Servier, Vectorious, and V-Wave, and declares
that he is named co-inventor of two patent applications re-
garding MR-proANP  (DE 102007010834 & DE
102007022367), but he does not benefit personally from
the related issued patents. LB received honoraria from Seat-
tle Genetics, Sanofi, Astellas, Amgen, consultancy fee from
Gilead, Hexal, and Menarini, consultancy fee and Honoraria
Abbvie, BMS/Celgene, Daiichi Sankyo, Janssen, Jazz Pharma-
ceuticals, Novartis and Pfizer, and research funding from
Bayer and Jazz Pharmaceuticals. UK received consultancy
fee from Gilead, Abbvie, Roche, AstraZeneca, Takeda, Lilly,
BMS/Celgene, Janssen, Pentixapharm. JA received travel
grants from Alexion, Jazz, Celgene, all outside the submitted
work. All other authors declare no conflict of interest.

Online supplementary material

Additional supporting information may be found online in the
Supporting Information section at the end of the article.

Journal of Cachexia, Sarcopenia and Muscle 2023; 14: 1670-1681
DOI: 10.1002/jcsm.13247

85U8017 SUOWIIOD BAIEa.D 3|t |dde aup Ag peussnob afe ssolle O ‘8Sn JO S9Nl 10} AeiqiT8UIjUO /8|1 UO (SUORIPUOD-pUB-SWSHW0D A8 | 1M ATeIq Ul |UO//:SdNY) SUOHIPUCD pue swie | 8y} 88S *[£20z/0T/0E] Uo A%iqiTauluo A8IM 'S JO AISRAIUN UeIBaMION NUIN AQ Z17ZET WSO (/Z00T 0T/10p/LLioo" A8 1M ARe.q 1 jpuluoy/sdiy wolj pepeojumod ‘v €202 ‘600906TZ6ESET



Ability to walk/wash: new clinical endpoints in pre-terminal cancer

1681

References

10.

11.

. Johnston BM, Milligan S, Foster C, Kearney

N. Self-care and end of life care—patients’
and carers’ experience a qualitative study
utilising serial triangulated interviews. Sup-
port Care Cancer 2012;20:1619-1627.

. Karnofsky D, Abelmann W, Craver L,

Burchenal JH. Performance status in cancer
patients. Cancer 1948;1:634—656.

. Oken MM, Creech RH, Tormey DC, Horton

J, Davis TE, McFadden ET, et al. Toxicity
and response criteria of the Eastern Coop-
erative Oncology Group. Am J Clin Oncol
1982;5:649-655.

. Katz S. Assessing self-maintenance: activi-

ties of daily living, mobility, and instrumen-
tal activities of daily living. J Am Geriatr Soc
1983;31:721-727.

. Atkinson TM, Stover AM, Storfer DF,

Saracino RM, D’Agostino TA, Pergolizzi D,
et al. Patient-reported physical function
measures in cancer clinical trials. Epidemiol
Rev 2017;39:59-70.

. Kon SS, Patel MS, Canavan JL, Clark AL,

Jones SE, Nolan CM, et al. Reliability and
validity of 4-metre gait speed in COPD.
Eur Respir J 2013;42:333-340.

. Mador MJ, Rodis A, Magalang UJ. Repro-

ducibility of Borg Scale Measurements of
Dyspnea During Exercise in Patients With
COPD. Chest 1995;107:1590-1597.

. Borg GA. Psychophysical bases of per-

ceived exertion. Med Sci Sports Exerc
1982;14:377-381.

. Association NYH. Diseases of the heart and

blood vessels: nomenclature and criteria
for diagnosis. Little, Brown; 1964.

Garrity TF, Somes GW, Marx MB. Factors
influencing self-assessment of health.
Social Science & Medicine. Part A: Med
Psych Med Soc 1978;12:77-81.
Blauwhoff-Buskermolen S, Ruijgrok C,
Ostelo RW, de Vet HCW, Verheul HMW,

12.

13.

14.

15.

16.

18.

20.

21.

de van der Schueren MAE, et al. The as-
sessment of anorexia in patients with can-
cer: cut-off values for the FAACT-A/CS and
the VAS for appetite. Support Care Cancer
2016;24:661-666.

Huskisson EC. Measurement of pain.
Lancet 1974;2:1127-1131.

Roberts HC, Denison HJ, Martin HJ, Patel
HP, Syddall H, Cooper C, et al. A review of
the measurement of grip strength in clini-
cal and epidemiological studies: towards a
standardised approach. Age Ageing 2011;
40:423-429.

McCrum-Gardner E. Sample size and
power calculations made simple. Int J Ther
Rehabil 2010;17:10-14.

Hothorn T, Lausen B. Maximally selected
rank statistics in R. R News 2002;2:3-5.
(CHMP) CfHMP: Guideline on multiplicity
issues in clinical trials. 2016.

Charlson ME, Pompei P, Ales KL, MacKenzie
CR. A new method of classifying prognostic
comorbidity in longitudinal studies: devel-
opment and validation. J Chronic Dis 1987;
40:373-383.

Kilgour R, Vigano A, Trutschnigg B, Lucar E,
Borod M, Morais JA. Handgrip strength
predicts survival and is associated with
markers of clinical and functional out-
comes in advanced cancer patients. Sup-
port Care Cancer 2013;21:3261-3270.
Kennedy G. The Importance of Patient Dig-
nity in Care at the End of Life. Ulster Med J
2016;85:45-48.

Rodriguez-Prat A, Monforte-Royo C,
Porta-Sales J, Escribano X, Balaguer A. Pa-
tient Perspectives of Dignity, Autonomy
and Control at the End of Life: Systematic
Review and Meta-Ethnography. PLoS ONE
2016;11:e0151435.

Hekmatpou D, Nasiri A, Mohaghegh F. In-
vestigating the Effect of Self-Care Training

22.

23.

24,

26.

27.

28.

29.

on Life Expectancy and Quality of Life in
Patients with Gastrointestinal Cancer un-
der Radiotherapy. Asia Pac J Oncol Nurs
2019;6:198-205.

Gammon J. Coping with cancer: the role of
self-care. Nurs Pract 1991;4:11-15.
Yoshida K, Kanda K. Self—care Abilities in
Cancer Patients in the Treatment Phase. J
Japa Soc Cancer Nurs 2012;26:4-11.
Morita T, Tsunoda J, Inoue S, Chihara S. The
Palliative Prognostic Index: a scoring sys-
tem for survival prediction of terminally ill
cancer patients. Support Care Cancer
1999;7:128-133.

. Groenvold M, Petersen MA, Aaronson NK,

Arraras JI, Blazeby JM, Bottomley A, et al.
The development of the EORTC QLQ-C15-
PAL: a shortened questionnaire for cancer
patients in palliative care. Eur J Cancer
2006;42:55-64.

Glare P, Virik K. Independent prospective
validation of the PaP score in terminally ill
patients referred to a hospital-based pallia-
tive medicine consultation service. J Pain
Symptom Manage 2001;22:891-898.

Thai V, Tarumi Y, Wolch G. A brief review of
survival prediction of advanced cancer pa-
tients. Int J Palliat Nurs 2014;20:530-534.
Anderson F, Downing GM, Hill J, Casorso L,
Lerch N. Palliative performance scale (PPS):
a new tool. J Palliat Care 1996;12:5-11.
Pamoukdjian F, Lévy V, Sebbane G,
Boubaya M, Landre T, Bloch-Queyrat C,
et al. Slow Gait Speed Is an Independent
Predictor of Early Death in Older Cancer
Outpatients: Results from a Prospective
Cohort Study. J Nutr Health Aging 2017;
21:202-206.

. Billings JA, Bernacki R. Strategic targeting

of advance care planning interventions:
the Goldilocks phenomenon. JAMA Intern
Med 2014;174:620-624.

Journal of Cachexia, Sarcopenia and Muscle 2023; 14: 1670-1681

DOI: 10.1002/jcsm.13247

85U8017 SUOWIIOD BAIEa.D 3|t |dde aup Ag peussnob afe ssolle O ‘8Sn JO S9Nl 10} AeiqiT8UIjUO /8|1 UO (SUORIPUOD-pUB-SWSHW0D A8 | 1M ATeIq Ul |UO//:SdNY) SUOHIPUCD pue swie | 8y} 88S *[£20z/0T/0E] Uo A%iqiTauluo A8IM 'S JO AISRAIUN UeIBaMION NUIN AQ Z17ZET WSO (/Z00T 0T/10p/LLioo" A8 1M ARe.q 1 jpuluoy/sdiy wolj pepeojumod ‘v €202 ‘600906TZ6ESET



