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Introduction

Renal cell carcinoma (RCC) is one of the more
common malignant tumors in adults and accounts
for 90% of all kidney cancers.! At the time of
diagnosis, 30% of patients present with meta-
static RCC (mRCC) disease and about 30%
develop metastases throughout their disease.?

Partial or radical nephrectomy is the main cura-
tive treatment for most RCCs, and some patients
may even benefit from surgery if the tumor has
spread to other organs for reasons of symptom
relief such as pain and bleeding.?> Nevertheless,
therapy for mRCC, and therefore for the majority
of the patients, is almost always considered pallia-
tive. For many years, therapy with tyrosine kinase
inhibitors (TKI) such as sunitinib and pazopanib
was the standard of care to prolong survival and
improve quality of life, but first-line therapy has
changed dramatically in the past 2years.®>
Depending on the International Metastatic RCC
Database Consortium (IMDC) risk score, differ-
ent combinations of TKI and immune checkpoint
inhibitors (CI) are now indicated.5-!!

Due to these modern therapies, survival in mRCC
has been significantly prolonged. In the TKI era,
the 5-year overall survival (OS) was ~75% com-
prising all disease stages. While patients with local-
ized tumors have 5-year OS rates of >90%, distant
metastases result in poor outcomes with survival
rates of ~15%.1%13 The new combination therapies
(TKI+ CI) significantly prolong progression-free
survival (PFS) and even OS, turning RCC for
many patients into a chronic condition. However,
there is still a high unmet need for adequate pallia-
tive care strategies when the disease is advanced.

Patients suffering from advanced RCC often pre-
sent with severe symptoms such as pain, bilateral
lower extremity edema, or paraneoplastic disease,
manifested by hypertension, hypercalcemia, and
polycythemia. Fever, weight loss, cough, adenop-
athy, and bone pain may indicate advanced dis-
ease.!* Along with survival, the FDA oncology
division considers symptom improvement to be
one of the primary measures of clinical benefit.!>
Consistent with other tumors, there is some evi-
dence linking survival and the symptom burden
in RCC, suggesting a strong association between
these two parameters.

The World Health Organization (WHO) recom-
mends to offer palliative care not only to those
patients who are suffering from end-stage disease

but also to patients with complex symptoms.1¢ The
well-discussed prospectively randomized trial by
Temel er al.'” showed that lung cancer patients
receiving early palliative care not only had a better
quality of life but also a significantly longer survival
than the patients in the control group (11.6 months
versus 8.9 months, p=0.002). Based on these study
results and additional data,!8 the American Society
of Clinical Oncology, the WHO, and the National
Comprehensive Cancer Network (INCCN) now
independently emphasize that patients should
receive dedicated palliative care services, early in
the disease course, concurrent with active treat-
ment independent of the entity.!%!® The NCCN
guidelines suggest the integration of early palliative
care within 8 weeks of diagnosis for newly diag-
nosed patients with advanced cancer.!®
Importantly, palliative care should not be equated
with end-of-life care, but should rather be inte-
grated throughout illness, even when cure is impos-
sible, as in many patients with advanced RCC.
Several studies indicate that even in terminally ill
patients, palliative care consultation is underuti-
lized.?0-21 According to Lec ez al., only in ~20% of
patients with RCC palliative treatments were uti-
lized (national cancer data base, 2004—2013). It
was concluded that palliative treatments were
rather seldomly used among patients with advanced
urological malignancies.?? To meet the need for
measures of symptom control at the interface
between urologic, oncologic, and palliative care, it
is necessary for the partners from special outpa-
tient palliative care (German term: ‘spezialisierte
ambulante Palliativversorgung’, SAPV), medical
centers, and other service units to cooperate.?3

To our knowledge, no study has been conducted
yet to examine the role of inpatient palliative care
in mRCC patients. We therefore performed a ret-
rospective analysis of patients with mRCC who
were admitted to the palliative care unit at the
Charité — Universitdtsmedizin Berlin. Quality of
life and symptom burden were assessed with the
help of the palliative care base assessment (PBA)
consisting of different assessment dimensions
(physical and psychological symptom burden as
well as evaluation of the individual need for
assistance).

Methods

Patients
We performed a retrospective analysis of patients
with symptomatic advanced RCC who were
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admitted to the palliative care unit at our institu-
tion between 2011 and 2017. The analysis was
conducted with patients’ consent and according
to the local ethical guidelines. Patient consent
was given as part of the standardized consent
form on admission. The study was approved by
the local ethics committee. The prerequisite for
inclusion in the analysis was the availability of
data from the PBA at admission. The analysis
included n,=58 patients with mRCC. Please see
Table 1 for detailed patients’ characteristics,
n=number of patients. The Memorial Sloan
Kettering Cancer Center (MSKCC) score, which
predicts survival based on clinical and laboratory
data in metastatic RCC patients, was used for the
risk assessment of the patient cohort.?*

Data acquisition

The palliative care unit at the Campus Virchow-
Klinikum of the Charité — Universitidtsmedizin
Berlin belongs to the oncology department and
consists of an inpatient ward with 10 single bed-
rooms as well as a consultancy team of palliative
care. The treatment is conducted by a multi-pro-
fessional team, including specialized palliative
care physicians, nurses, social workers, physio-
therapists, psychologists, as well as dieticians,
enabling a multi-professional team approach
with daily team meetings to evaluate the needs of
the patients and to tailor the treatment. The pal-
liative care unit is also equipped with specific
spatial conditions, for example, a single bed-
room, shared kitchen, and terrace. Patients were
offered supportive programs, including psycho-
oncological counseling (for the whole family)
and physiotherapy in addition to the general
medical care.

The patient-oriented services are coordinated in
daily interprofessional team meetings. In addition
to medical treatment, the focus lies on physio-
therapy services, psycho-oncological sessions,
and the evaluation of further care modes. Relatives
of the patients are included in the treatments and
therapy planning and may spend the night on the
ward if requested by a patient.

In our cohort, an individualized therapeutic plan
was generated after the primary assessment of
patients’ symptom burden. Thorough documen-
tation and symptom-oriented adjustments were
performed according to the standards of special-
ized inpatient palliative care treatment defined by
the German Association for Palliative Medicine.?>

Table 1. Patient characteristics.

n Characteristics Total
58 Median age in years, (range) 70.5 (33-85)
58 Gender - N (%)
Male 40 (69)
Female 18 (31)
55 Histologic subtype - N (%) 3-39 Q-16
Clear cell 28(72) 14 (88)
Papillary 10 (26) 1 (6]
Collecting ducts 1(3) 0
Chromophobe 0 1(6)
58 Disease duration until admission — months
Average 83
Median (range]) 66 (1-305)
42 ECOG at admission - N (%)
0 0 (0)
1 5(9)
2 8(14)
3 24 (41)
4 5(9)
51 MSKCC score? - N (%)
Favorable 0(0)
Intermediate 33(57)
Poor 18 (31)
50 BMI® - kg/m?
Average 25
Median 24
Range 17-37

BMI, body mass index; MSKCC, Memorial Sloan Kettering Cancer Center.

The symptom burden was assessed at admission
and discharge. The assessment consisted of the
PBA, including the minimal documentation sys-
tem (MIDOS) symptom score (MIDOS for
patients in palliative care),?® the Eastern
Cooperative Oncology Group (ECOG) perfor-
mance status, pain (numeric rating scale, NRS),
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the type of pain (somatic, visceral, neuropathic),
the social history, the distress thermometer
(psychosocial screening tool), and personal situ-
ational challenges (Supplemental Appendix
1).27 To adapt MIDOS as a German version of
the Edmonton Symptom Assessment Scale, a
revised version of MIDOS(2) has been vali-
dated. MIDOS is a validated instrument for
self-assessment of the patient’s symptoms indi-
cating the intensity of vomitus, nausea, consti-
pation, weakness, lack of appetite, sleeping
disorders, dyspnea, drowsiness, depressive
mood, anxiety, and well-being on verbal cate-
gorical scales.?® The scale ranges from 0 (no
symptoms) to 3 (severe symptoms); thus, a high
MIDOS score is a surrogate for a high symptom
burden. The PBA needs to be completed partly
by the patients and partly by a healthcare pro-
fessional, for example, nurses or doctors. The
distress thermometer is a screening tool that was
developed by the NCCN in the United States.
With this short and practicable distress ther-
mometer, the stress of the last few weeks can be
assessed on a numerical 11-point ranking scale
— 0 stands for ‘not at all stressed’ and 10 for
‘extremely stressed’. A score =5 is considered
internationally established and clinically signifi-
cant. This indicates significant psychological
stress in cancer patients and suggests that the
patient needs support. To substantiate the dis-
tress, closed questions are asked, which are
answered with yes or no. The problems are
divided into practical, family, emotional, and
physical problems, as well as spiritual and reli-
gious issues.?® Furthermore, we gathered infor-
mation on pain medication and discharge
location from the patient’s records. The use of
different standardized measurement methods in
combination ensures the standardized recording
of symptoms in our patient cohort.

For the analyses, only the cases with a complete
questionnaire were included, unless otherwise
specified.

Statistical analyses

Data analysis was performed using IBM SPSS
Statistics 27 and Microsoft Excel 2016. Data with
normal distribution are reported with mean
and standard deviation, else with medians and
ranges (and quartiles/interquartile ranges). For
the statistical analysis, we used the following
tests: the Wilcoxon test (independent samples),

Mann-Whitney U-test (paired samples), paired
two-sample r-test (paired samples), and the
Spearman rank correlation. When processing
missing values, these were excluded from the
respective analyses (pairwise deletion of missing
data).

All p values were two-sided and p < 0.05 was con-
sidered statistically significant. However, as this is
an explorative, retrospective study, p values are
only given as an orientation and not to be inter-
preted as confirmative.

The reporting of this study conforms to the
Strengthening the Reporting of Observational
Studies in Epidemiology (STROBE) statement
(Supplemental Appendix 2).30

Results

Patient cohort and admissions

We retrospectively analyzed the palliative care
treatment of 58 mRCC patients who were
admitted for 110 hospitalizations (14 of which
with 2, and 9 with 3 or more hospitalizations).
Median age was 70.5years (range 33—85 years)
and notably more male than female patients
were admitted to the palliative care unit, cor-
responding to the known incidence of RCC
(Table 1). Clear cell RCC (76%) and papillary
RCC (20%) were the predominant subtypes.
On average, it took 83 months (1-305m) from
the first diagnosis before treatment in the palli-
ative care unit was initiated, with no notable
difference among the subtypes. A proportion of
66% of patients in this cohort were considered
‘early palliative’ treatment. They were dis-
charged home or transferred to another ward
after the palliative care treatment. By contrast,
25% of the patients received ‘end-of-life care’
with 22% of the patients dying in our palliative
care unit and 3% being referred to a hospice
(Figure 1).

None of the patients presented with a normal
performance status (ECOG 0). The majority
(41%) were capable of only limited self-care and
thus confined to a bed or a chair for more than
50% of their waking hours (ECOG 3). The
MSKCC score indicated exclusively intermedi-
ate (57%) or high risk (31%) in our patient
cohort. Cachexia, often intertwined with ano-
rexia and lethargy in what some clinicians call
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3%

66%
m hospice m another ward
deceased home

Figure 1. Mode of further care, n = 58.

‘anorexia—cachexia syndrome’, is a common
problem for patients with RCC.3! Nevertheless,
in our patient cohort, the body mass index (BMI)
of 25 on average (17-37) was higher than nor-
mal, despite the advanced disease at the time of
clinical presentation. For detailed patient charac-
teristics, please refer to Table 1.

In 40% of the patients (n,=23), more than one
palliative care treatment was performed, ranging
from two to nine hospitalizations over several
years. The mean duration of hospitalization was
12 days (range 2-31 days). The duration of hospi-
talization was 12 days on average.

Parts of the PBA questionnaires were filled out
by the patients themselves. With regard to these
parts on admission, only 62% were filled out
completely, 26% were incomplete, and 11%
were not filled out by the patients at all. At dis-
charge, only 31% of the questionnaires were
filled out completely, which is also in part
explained by the number of patients who died
on our ward. The most frequently filled-out fea-
ture was the MIDOS symptom score, maybe
due to its position on the first page (primacy
effect). It was complete in almost 90% at admis-
sion and 40% at discharge (Table 2). For the

Table 2. Completeness of the questionnaires.

Completeness N (%)
PBA at admission
Yes 36 (62)
No 6 (10)
Partially 16 (28)
PBA at discharge
Yes 18 (31)
No 35 (60)
Partially 5 (9)
MIDOS at admission
Yes 52 (90)
No 6 (10)
MIDOS at discharge
Yes 23 (40)
No 35 (60)

MIDOS, minimal documentation system; N, number of
patients; PBA, palliative care base assessment.

subsequent analyses, only cases with a complete
questionnaire were included, unless otherwise
specified.

Symptom burden

The symptom burden in our patient cohort was
assessed using the MIDOS score. Of the overall
58 patients, we could include 23 in the analysis.
After the specialized palliative care treatment, we
documented a significant reduction in the score
from a median of 15.6points at admission to
9.9 points at discharge [p<<0.001, Figure 2(a)].
Ninety-six percent of the cases (22 out of 23
patients) had a higher score at admission than at
discharge.

As shown in Figure 2(b), especially patients suf-
fering from severe symptoms at admission ben-
efited from a significant relief of those symptoms
during the treatment. We found a decrease in
the number of symptoms (»p=0.001, r,=0.63;
22 percentage points). Concomitantly, the
decrease in severe symptoms at discharge was

statistically significant as well (p<0.001).
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(a)

MIDOS Score

admission discharge

Boxplot for symptom assessment with MIDOS score at admission vs at discharge

MIDOS = Minimal Documentation System, p<0.001

(b)
No Mild
Symptoms (0) Symptoms (1)
A D A D
=]

_—

Moderate Strong
Symptome (2) Symptome (3)
A D A D

green: low number of counted symptoms, red: high number of counted symptoms

.f .

16 8 0

Heat map: number of symptoms mentioned per patient; Comparison of (A) admission and (D)
discharge by category (none, mild, moderate and severe symptoms according to MIDOS score) (n =
23, patients - 1st hospitalization) (sorted in ascending order)

Figure 2. MIDOS symptom burden. (a) Boxplot for symptom assessment with MIDOS score at admission
versus at discharge. MIDOS, minimal documentation system, p<0.001. (b) Heat map: number of symptoms
mentioned per patient; Comparison of (A} admission and (D) discharge by category (none, mild, moderate,
and severe symptoms according to MIDOS score) (n=23, patients - first hospitalization) (sorted in

ascending order).

The most frequently reported symptoms upon
admission were fatigue/exhaustion (86%), weak-
ness (82%), and the need for assistance in activi-
ties of daily living (ADL) (82%). After the
inpatient palliative care treatment, a reduction of
28% was achieved concerning difficulties with
ADL and even a 71% reduction concerning dif-
ficulties with caretaking (Table 3).

In the category of severe symptoms (MIDOS 3),
the lack of appetite was the dominant symptom
(admission: 32%, discharge: 23%). Severe
fatigue/exhaustion (admission: 27%, discharge:
18%) also played a significant role in the symp-
tom burden upon admission. The intensity of
severe sleep disorders (23% at admission) could
be completely reduced so that no participant
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Table 3. MIDOS symptom burden, n=23.

Symptom* Admission Discharge
(%) (%)
Fatigue 19 (86) 15 (68) 4
Weakness 18 (82) 15 (68) 4
Need for assistance 18 (82) 13(59) 4
in ADL
Insomnia 15 (68) 8(36) 4
Loss of appetite 14 (64) 13 (59) 4
Caretaking problems 14 (64) 4(18) 4
Family distress 12 (55) 6274
Dyspnea 11 (50) 9 (41
Fear 10 (46) 9414
Constipation 10 (46) 8 (36) 4
Depression 9 (41) 12 (54) 1
Nausea 7(32) 4(18) 4
Lymphedema 6(27) 7321
Vomiting 5 (23) 4(18) 4
Wound lesions 5(23) 7(32) 1
Confusion/ 4(18,0) 14

disorientation

“Including all symptoms, independent of the grade.
ADL, activities of daily living; MIDOS, minimal
documentation system; n, number of patients.

reported insomnia at the time of discharge. The
reduction in pronounced weakness from 23% to
14% was notable but not significant.

Despite the small cohort size of our study, statisti-
cal significance could be demonstrated for the
improvement of six symptoms of the MIDOS
score across all categories: fatigue/exhaustion
(»p=0.029), need for assistance with ADL
(p=0.042), dyspnea (p=0.048), insomnia
(p=0.001), caretaking problems (p=0.006), and
nausea (p=0.026). Altogether, patients benefited
significantly from the specialized palliative care
treatment.

Patients who died during the palliative care treat-
ment presented with a significantly higher
MIDOS score on admission (median 21, 7,=11)
than the patients who could be discharged
(median 16, n,=41, p=0.034, Table 4). The
main reasons for admission among the patients
who died were pain, weakness, and dyspnea. The
highest MIDOS scores were counted for weak-
ness (54%), fatigue/exhaustion (38%), need for
assistance with ADL (31%), and caretaking prob-
lems (31%). Especially pain and dyspnea were
successfully reduced by the specialized palliative
care treatment.

Performance status

The median ECOG did not change during the
inpatient palliative care treatment (n,=18,
median=2). Among all patients, seven presented

Table 4. Symptom burden at admission of patients alive in comparison to deceased patients.

Symptoms Alive (n=45) Deceased (n=13) p
n M+SD MD n M+SD MD

MIDOS score 41 15.6+ 6.6 16 1" 206+ 6.6 21 0.034
Range 0-48

ECOG 32 25+0.9 3 10 3.2+0.4 3 0.023
Range 0-4

Distress 32 65+2.4 7 6 68+3.7 8 0.453
Range 0-10

Pain at rest 44 32+27 3 12 22+3.0 0.5 0.17
Range 0-10

M, mean; MD, median; MIDOS, minimal documentation system; n, number of patients; SD, standard deviation.
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Assessment of stress level on admission and discharge

measured by distress thermometer, p = 0.016,
paired two-sample t-test
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Figure 3. Distress level. (a) Assessment of stress level on admission and discharge measured by distress

thermometer, p=0.016. (b] distress thermometer.
Source: Adapted from Mehnert et al.??

with a stable ECOG on admission and at dis-
charge, five with a decrease, and six with an
increase. Interestingly, the MIDOS score on
admission and at discharge positively correlates
with the ECOG score (r,=0.558, p<<0.001 and
r,=0.474, p=0.35, respectively). Patients who
died during the palliative care treatment pre-
sented with a significantly higher ECOG score on
admission than the patients who could be dis-
charged (median 3.2 in n,=10 wversus 2.5 in
n,=21, p=0.023).

Distress level

To assess the quality of life and the psychosocial
stress level, a visual measurement tool, the dis-
tress thermometer was used. After the palliative
care treatment, distress levels were significantly
reduced from 5.5 to 3.1 [p=0.016, n, =15, Figure
3(a) and (b)]. Additional questions revealed an
increasing, yet not significant, emotional distress.
A high MIDOS score on admission also corre-
lated with a high psychosocial stress level
(r,=0.356, p=0.028; n=38), whereas this corre-
lation was not significant at discharge (r,=0.286,
$»=0.250; n=18).

Pain management

Individual pain levels were measured using an
11-point scale (from 0 to 10, where 0 is no pain
and 10 is severe pain).?? The median pain level
was significantly reduced from median NRS 3 to
0 (p<0.001) during the palliative care treatment.
Nineteen percent of the patients received no pain

medication at all. Regarding the pain medication
during the hospitalization, 75% of the patients
received WHO level III medication, morphine
and hydromorphone being the most commonly
used opioids. Fifty-eight percent of the patients
additionally received on-demand opioids for
breakthrough pain episodes. Patients who died
throughout the hospitalization had lower pain
levels on admission, most likely due to already-
established pain medication according to WHO
level III (Table 4).

Patients” discharge management

Figure 1 gives an overview of the patient’s dis-
charge destination. After completing the special-
ized palliative care treatment, the majority of the
patients were discharged home (66%, n,=38),
while 9% (n,=5) of patients were transferred to
another unit at the Charité — Universitdtsmedizin
Berlin or to other institutions. In total, 23 out of
43 patients were readmitted after discharge.

Of the ‘end-of-life care’ patients, 3% (n,=2) were
transferred to hospices, and 22% (n,=13) of our
mRCC patients died in the palliative care unit
due to their advanced disease.

There is a potentially strong bias in our analysis due
to the incomplete data acquisition of patients who
died during their treatment in the palliative care
unit. To address this issue, we compared the symp-
tom burden, performance status, distress, and pain
at rest for patients who were discharged again and
patients who died in our palliative care unit.
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The symptom burden and ECOG score in
patients who died were significantly higher than
in patients who did not die, whereas no signifi-
cant difference was observed for distress and pain
at rest (Table 4).

Discussion

Main results of the study

This retrospective analysis examines the symp-
tom burden and the course of symptoms in 58
patients with mRCC who received an inpatient,
specialized palliative care treatment at the Charité
— Universitdtsmedizin Berlin between 2011 and
2017. The available data demonstrate that a spe-
cialized inpatient palliative medical treatment can
significantly reduce the burden of symptoms
(measured by the MIDOS) and distress (meas-
ured by the distress thermometer), especially with
regard to pain levels.

As modern therapies, including TKI and immune
CI, have significantly extended the survival of
mRCC patients in the past decade, long-term
care to treat the considerable symptoms has
become increasingly important, especially with
chronic disease courses. Accordingly, it is of high
relevance to provide these patients with appropri-
ate, specialized palliative care. So far, only limited
data are available on this specific group of patients
suffering from mRCC. Moreover, there is a lack
of integration of palliative care in the treatment of
individuals with genitourinary cancers.?? To our
knowledge, no prospective studies, especially no
randomized controlled trials have been con-
ducted. Since the importance of palliative care for
other advanced oncological diseases has been well
documented, this analysis focused on under-
standing the symptom burden and the quality of
life in mRCC, as well as examining the influence
of a specialized inpatient palliative care treatment
in this particular context.

In general, early palliative care treatment in the
course of disease is preferable. In our cohort, it
took an average of 83months after the initial
RCC diagnosis, that is, almost 7 years, until the
implementation of an inpatient specialized pallia-
tive care treatment. This is mainly due to the sig-
nificantly extended PFS and OS in the context of
the constantly newly developed therapies and tar-
geted individual treatment options for patients
with mRCC. Repetitive treatments on our inpa-
tient palliative care unit (two on average) suggest

that the first inpatient stay had a positive effect on
the symptom burden and that the patients accord-
ingly also consented to further specialized pallia-
tive treatment.

An interdisciplinary and multi-professional treat-
ment approach for rapid symptom relief is one of
the main challenges in palliative care. This is
aimed to possibly discharge the patients back into
their home environment. In our analysis, this suc-
ceeded in 66% of the patients. In a small propor-
tion of the patients, however, the disease and its
symptoms progressed rapidly despite the highly
specialized measures so that discharge home was
not possible. These patients were deceased in the
palliative care unit (22%) or were transferred to a
hospice (3%). Possible reasons could be the
higher symptom burden already at admission, an
especially aggressive or advanced disease, or a
delayed palliative medical care treatment. The
average length of the hospitalization of around
12days corresponds to the desired, rather short
length of stay in a palliative care unit.

To describe the multidimensional needs of the
patients, there are a number of suitable methods
to choose from. The use of different standardized
measurement methods in combination, as it is
done in our setting with the PBA, ensures the
standardized recording of the situation at the
beginning of a palliative treatment. The MIDOS
can be recommended for palliative care patients
due to its low workload, low time expenditure,
and high participation rates for repeated self-
assessment of problems and symptoms.2°
Moreover, the MIDOS single item on well-being
correlated significantly with the quality of life
indexes of the EORTC.3* As expected, there was
an improvement in the symptom burden, meas-
ured by the decrease in the MIDOS score, as a
result of the specialized inpatient palliative medi-
cal treatment. A similar effect was shown for a
cohort of sarcoma patients receiving inpatient
palliative treatment.3>

In our patient cohort, the most frequently
reported symptoms were fatigue and exhaustion,
followed by weakness and the need for help with
ADL, similar to the results by Bergerot ez al.3¢
and Harding ez al.,3" reflecting that mRCC is a
disease that is often associated with a pronounced
feeling of illness and systemic symptoms. Harding
et al.?” found that among patients with advanced
disease, the five most frequently reported symp-
toms came from items reporting fatigue (82%),
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weakness (65%), worry (65%), shortness of
breath (53%), and irritability (53%).

Considering the intensity of the complaints, we
were able to demonstrate the desired therapeutic
effect in a statistically significant manner. In the
present patient population, depression was the
only complaint of the MIDOS questionnaire
that increased over time, probably due to the
more focused confrontation with the disease. A
previous meta-analysis by Fulton er al3% has
shown that psychotherapy in palliative care units
may reduce the symptoms of depression, encour-
aging even more frequent psycho-oncological
counseling.38

The distress thermometer is another tool used in
our work to assess the quality of life. Several stud-
ies demonstrated a positive correlation between
moderate and severe stress on the distress scale
with a lower quality of life for patients with differ-
ent cancer entities.3%40 In the present cohort of
patients with mRCC, a clear improvement in
quality of life during palliative medical treatment
could be observed with the improvement of the
MIDOS score and the distress thermometer scale.
Other studies with different cancer entities have
also shown a higher quality of life through appro-
priate palliative medical treatments compared to
standard care. It was noteworthy that this was
shown without improvements in symptom inten-
sity scores.4!-43 In contrast to our setting, these
data also included randomized trials.

It is well documented that cancer-related pain is
relevant in ~70% of all patients. Therefore, ade-
quate pain therapy during the disease is also of
great importance for patients with mRCC.#
Fortunately, pain was significantly alleviated dur-
ing the specialized palliative medical treatment in
our patient group. A special feature of our cohort
was the relatively low pain intensity at the time of
admission (median 3, NRS) with an even further
significant reduction in pain intensity (0/10 NRS,
median) at discharge. The initially low-level pain
intensity suggests that many patients had already
taken analgesia according to WHO level III at
admission, with even further optimization
throughout the inpatient stay. One can also
assume that patients with chronic pain often
underestimate their actual pain level and that this
contributes to the relatively low reported pain
intensity at admission. In addition to adequate
pain medication, other factors implemented by
the specialized palliative care treatment such as

intensified individual support including psycho-
oncological counseling or specialized care treat-
ments soft tissue manipulation, heat, and
massages help to reduce the pain level. A reduc-
tion in the psychosocial stress level also influences
the perception of pain. As reviewed by Liu ez al.,*
a holistic treatment plan is most beneficial for an
optimal and multidimensional treatment of can-
cer pain. One should also keep in mind that the
assessment of the pain intensity is a subjective
parameter that should be continuously assessed
throughout the disease.

Furthermore, this work shows a statistically sig-
nificant correlation between the MIDOS score,
the ECOG, and the intensity of distress. Patients
with a high symptom burden show the highest
mean values in the ECOG, or distress thermom-
eter. Differences in the MIDOS score, the ECOG,
and the distress become apparent when compar-
ing patients who were discharged and patients
who were deceased on the palliative care ward. As
expected, the deceased patients reported a higher
symptom burden on admission, were more lim-
ited in their everyday skills, and had a lower qual-
ity of life than the group of patients who were
later discharged from the palliative care unit.

With regard to the limitations of the study, our
retrospective analysis is a monocentric analysis
over only a limited period of time and with only a
limited number of patients observed. Furthermore,
some limitations are due to incomplete data col-
lection, as unfortunately not all patients had filled
out the PBA completely. Missing data at least
partially arose from the often times restricted abil-
ity of self-assessment, due to the high physical
and psychological symptom burden, but also due
to the death of some patients. Accordingly, there
is a loss of their data, especially with regard to the
questionnaire upon discharge. There is a strong
bias in the analysis due to the missing data of the
deceased patients, as previously described by
Diehr and Johnson,* Hussain ez al.4” To counter-
act any distortion of the evaluation, the cases with
missing data were excluded from the analysis, as
described in the method section.

El-Jawahri er al.18 have also described these chal-
lenges in palliative care research, which is ham-
pered by methodological challenges related to
attrition and missing data due to progressive ill-
ness and death. The described data gap does not
allow any evaluation of the data from the deceased.
A survival bias thus limits the informative value of
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this analysis. To be able to evaluate the benefits of
the specialized palliative medical treatments even
better, data collection throughout the inpatient
treatment could be performed regularly to mini-
mize this bias.

Previous studies on palliative medical treatments
are difficult to evaluate due to the different study
designs. Most studies are not focusing on special-
ized inpatient palliative care, but rather on certain
criteria, such as psychosocial and spiritual advice,
home care, care coordination as well as advice
and training for caring relatives.18:43:48:49

Despite these limitations, our results do strongly
support the accumulating evidence that palliative
care treatments do improve patients’ quality of
life, satisfaction with care, and end-of-life out-
comes, thereby further contradicting studies that
show little evidence for the effectiveness of pallia-
tive care treatment.!8 While several studies, which
have examined the quality of life as a primary out-
come, have reported a statistically significant dif-
ference favoring the palliative care treatments,
data so far were lacking to support the benefit of
palliative treatments for reducing physical and
psychological symptoms of mRCC patients and
can now be provided by us for the first time.41:42

It is well established that an early integration of
palliative care leads to more effective use of hos-
pice and palliative structures as the disease pro-
gresses and may, among other things, contribute
to avoiding unnecessary inpatient admissions,
intensive care measures, and invasive tumor ther-
apies at the end of life.5° In our patient cohort, the
first palliative care contact was established on
average after 83 months, which is most likely due
to the slow dynamics of mRCC and the effective
therapeutic options. Nevertheless, the combina-
tion of standard oncological therapy and pallia-
tive care could have been offered earlier to all
patients and might have even further improved
the symptoms resulting from advanced tumor
disease.

Conclusion

Opverall, the care of patients with advanced cancer
requires special resources, such as time and
expertise, which are often limited in the standard-
ized peripheral care setting. This emphasizes the
need for a highly qualified, multi-professional
palliative medical care team to address effective

symptom control. Specialized palliative care
teams carry out systematic symptom assessments
with standard tools such as the MIDOS, distress
thermometer, and NRS and document them reg-
ularly. The patients have access to a multi-profes-
sional team that is able to act interprofessional
not only with physical but also with emotional,
functional, social, and spiritual problems.
Palliative care can also help prepare patients and
their families for post-discharge challenges.
Palliative medicine not only treats but also evalu-
ates symptoms and offers psychosocial support
for patients and their families. The patient’s per-
sonal goals for further treatment are identified
and integrated into the therapy concepts.

Our data show the positive impact of a specialized
palliative care treatment with a multi-professional
approach in patients with mRCC. Further analy-
ses are necessary to answer questions concerning
possible improvement of symptom relief, quality
of life, and even OS through consistent early inte-
gration of palliative care in mRCC patients. A
standardized and early screening for physical and
psychological symptoms should therefore be inte-
grated into medical care throughout the disease
to identify patients with special need for intensi-
fied support.
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