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Abstract

Purpose Outpatient palliative care clinics are essential for ear-
ly symptom management in patients with advanced cancer.
Few outpatient programs are available in the Middle East. In
this prospective study, we examined the symptom changes
among cancer patients seen at a palliative care clinic in Jordan.
Methods Patients with advanced cancer who had an outpa-
tient palliative care consultation and not delirious were en-
rolled. The Edmonton Symptom Assessment System
(ESAS), Karnofsky Performance Scale (KPS), and
Memorial Delirium Assessment Scale (MDAS) were collect-
ed at consultation and follow up visit 14-34 days later. We
compared symptom changes using paired ¢ test.

Results Among the 182 enrolled patients, the average age was
53 years, 47 % were females, and 95 % had stage IV cancer.
The median duration between the two clinic visits was 21 days
(interquartile range 15-28). KPS decreased between visits
(mean 68 vs. 66 %, P = 0.004). ESAS pain (5.9 vs. 5.1,
P =0.004) and sleep (4.6 vs. 4.1, P = 0.007) improved signif-
icantly over time. The remaining ESAS symptoms decreased
in intensity, albeit not statistically significant. Among patients
who presented with moderate to severe symptom intensity,
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pain (7 vs. 6, P < 0.0001), fatigue (7 vs. 6, P = 0.003), nausea
(7vs.4,P<0.0001), depression (7 vs. 5, P = 0.0008), anxiety
(7vs. 5, P<0.0001), drowsiness (6 vs. 5, P < 0.001), appetite
(7 vs. 6, P=0.0007), well-being (7 vs. 6, P < 0.0001), dyspnea
(6 vs. 5, P = 0.00006), and sleep (7 vs. 5, P < 0.0001) all
improved significantly.

Conclusions Our outpatient palliative care consultation was
associated with improvement in ESAS, particularly for pa-
tients who presented with moderate to severe symptoms.
Further studies are needed to examine predictors of symptom
response, longer term outcomes, and how to improve access to
outpatient palliative care in the Middle East.

Keywords Symptoms - Advance cancer - ESAS - Palliative
care - Out-patient clinic - KHCC - Jordan

Introduction

Assessment and treatment of physical and psychosocial symp-
toms are essential components of high quality palliative care
practice [1]. Despite advances in cancer diagnostics and ther-
apeutics, symptoms remain a major source of distress to pa-
tients with cancer and often are not well addressed [2, 3]. Most
patients with cancer have multiple symptoms including pain,
anorexia, fatigue, shortness of breath, and anxiety. Symptoms
can often worsen at the end-of-life, requiring significant atten-
tion and proper management [4, 5].

In Jordan, more than 6000 patients are diagnosed with can-
cer every year. In 2012, more than 2000 patients died of can-
cer. Palliative care provision and access remain limited [6, 7].
The palliative care program at King Hussein Cancer Center
(KHCC) consists of an outpatient clinic, an inpatient consul-
tation service, a palliative care unit, and home palliative care
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program. The symptomatology associated with cancer and the
effect of palliative care on symptom control have not been
reported in Jordan. A better understanding of the impact of
palliative care on symptom burden may help us to improve the
delivery of care for our patients.

In our study, we examined the symptom changes among
cancer patients seen in a palliative care clinic in Jordan and
identified the possible factors for such a change. We hypoth-
esize that the palliative care team has a positive impact on
patients with advanced cancer who presents to our outpatient
palliative care clinic with distressing symptoms.

Methods
Study design/eligibility/setting

This is a secondary analysis of a prospective international lon-
gitudinal study to examine the minimal clinically important dif-
ference for the Edmonton Symptom Assessment Scale (ESAS)
[8]. We included patients who were 18 years and older, had
advanced cancer, and seen in outpatient palliative care clinic
for consultation. We excluded patients who were delirious (13
or more points on the Memorial Delirium Assessment Scale,
MDAS) or refused to participate. Consecutive patients who
come to the clinic for the first time and met the eligibility criteria
were approached. All enrolled patients were re-evaluated in the
follow-up visit scheduled 2 to 4 weeks later. The study was
approved by the Institutional Review Board. A written informed
consent was obtained from all enrolled patients.

Palliative care clinic at King Hussein cancer center

King Hussein Cancer Center is the largest tertiary cancer
center in Jordan. The center treats more than 3500 new
cancer patients every year. The palliative care clinic at
King Hussein Cancer Center receives consultations from
all medical and surgical specialty services. The clinic
operates 5 days a week and sees between 10 and 15 pa-
tients per day. The average waiting time for an appoint-
ment is 3—7 days. Urgent requests are accommodated the
same or next day. The clinic is staffed by an interdisciplin-
ary team consisting of palliative care physicians, who are
American Board Certified in Hospice and Palliative
Medicine, registered nurses trained in palliative care and
wound management, and a clinical pharmacist. The team is
also supported by a social worker and a spiritual advisor
who is called to participate in care plan based on patients’
needs [4, 8]. All patients complete the ESAS on every
clinic encounter. All cases are evaluated and discussed
with the palliative care physician, who works among the
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Table 1 Patient characteristics

N =182 (%)

Age, mean (SD) 52.7 (13.7)
Gender

Female 86 (47)

Male 96 (52)
Marital status

Single 19 (10)

Married 139 (76)

Divorced/widowed 24 (13)
Stage of cancer

3 9(5)

4 173 (95)
Education

High school or less 111 (61)

Some college up to Bachelor’s 58 (32)

Advanced degree 13(7)
Cancer type

Breast 40 (22)

Lung 37 (20)

Gastrointestinal 31(17)

Genitourinary 14 (7)

Skin and soft tissue 13 (7)

Head and neck 12 (6)

Hematology 10 (5)

Gynecology 34

Others 84

Head and neck 5(2)

Central nervous system 4(2)
MDAS mean (SD)

Baseline 2.79 (2)

Visit 2 2.99 (2.2)
KPS mean (SD)

Visit 1 (Baseline) 67.8 (13.6)

Visit 2 65.6 (14.7)
Duration between visits

Median (Q1, Q3) 21 (15.28)

ESAS Symptoms at baseline
Pain
Fatigue
Nausea
Depression
Anxiety
Drowsiness
Anorexia
Well being
Dyspnea
Sleep

168 (92.3 %)
171 (94.0 %)

81 (44.5 %)
104 (57.1 %)
124 (68.1 %)
142 (78.0 %)
157 (86.3 %)
163 (89.6 %)
108 (59.3 %)
155 (85.2 %)

#Unless otherwise specified
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clinic interdisciplinary team to formulate a care plan. Care
delivery is guided by the institutional approved clinical
practice guidelines. At our clinic, discussions generally
focused on symptoms with intensity > 4/10.

Data collection and study instruments

In the first study visit, we assessed patients’ demographics,
including age, gender, race, cancer type, and stage. ESAS,
MDAS, and Karnofsky performance status (KPS) were docu-
mented at both the first and second visits. Patients who were
delirious in the second visit did not proceed to completing the
study assessments. The study instruments were conducted
with the help of a trained research residents, who read the
questionnaire to patients and clarified as needed. The research
residents received training and continuous monitoring.

ESAS is a simple, valid, and reliable tool [9—12] used to
assess the severity of symptoms burden in patients with cancer.
ESAS assesses the intensity of 10 common symptoms including
pain, shortness of breath, fatigue, nausea, drowsiness, anxiety,
depression, feeling of well-being, anorexia, and sleep. Each
symptom intensity was recorded in the last 24 h, using
an 11-point numeric rating scale of 0 to 10, where zero is no
symptom and ten is the worst possible symptom [9, 13, 14].

MDAS is a reliable and valid tool for delirium screening
and assessment in cancer patients [15]. It consists of 10-
items, including awareness, orientation, short-term memo-
ry, attention span, attention, thinking, perception, behavior/
delusion, psychomotor activity, and sleep disturbance,
each ranging between 0 to 2 points, and a higher score
indicating worse delirium. A total score of 13 and more
indicates delirium [15, 16].

KPS ranges between 0 % (dead) and 100 % (normal) and is
widely used to assess functional status in cancer patients [17,
18].

Statistical analyses

We used descriptive statistics to summarize our data, includ-
ing mean, median, and standard deviation. Symptom changes
were compared using paired ¢ test or parametric test as appro-
priate. The intensity of symptoms were classified in to four
categories: absent (0 score), mild (1-3), moderate (4-6), and
severe (7-10). We used the paired ¢ test to examine the differ-
ences in ESAS scores, MDAS and KPS between the first and
second visit.

To examine symptom change between study visits, we de-
cided to focus on patients who reported moderate to severe
symptoms (i.e., intensity > 4) because these patients were
more likely to require palliative care interventions. We also
examined the degree of change by symptom severity for all
patients.

A significance criterion of P < 0.05 was used in the analy-
sis. All analysis was performed using SAS version 9.1 (SAS
Institute Inc., Cary, NC).

Results
Patients characteristics

Of the 337 patient screened, 298 (88 %) patients met the
eligibility criteria and completed the first visit. Of the 298

Table 2 ESAS changes in

patients with NRS > 4 at baseline N (%) N (%) with Mean at Mean at first Mean change P value
(N=182) NRS > 1 point baseline follow up (95 % CI))
improvement (STD) (STD)
Pain 168 (92) 46 (27.4 %) 7 (1.8) 6 (2.8) -1.5(-19,-1.0) <0.0001
Fatigue 171 (94) 28 (16.4 %) 7 (1.8) 6 (2.5) —-0.7 (1.0, -0.3) 0.0029
Nausea 81 (44) 38 (47.0 %) 7 (2.0) 4 (3.7) -32(-4.1,-2.2) <0.0001
Depression 104 (57) 36 (34.6 %) 7(1.9) 53.2) -1.4 (-2.1,-0.8) 0.0008
Anxiety 124 (68) 38 (30.6 %) 7 (2.0) 53.0) —2.1(=2.6,-1.6) <0.0001
Drowsiness 142 (78) 31 (21.8 %) 6 (1.7) 5Q2.7) -1.1(-1.5,-0.6) <0.0001
Appetite 157 (86) 42 (26.8 %) 7(1.9) 6 (3.0) -1.0 (-1.5,-0.5) 0.0007
Well Being 163 (89) 25 (15.3 %) 7 (1.8) 6 (2.6) -0.9 (-1.3,-0.5) <0.0001
Dyspnea 108 (59) 40 (37.0 %) 6(1.8) 53.2) -12(-1.8,-0.7) 0.0006
Sleep 155 (85) 41 (26.4 %) 7 (1.8) 52.7) -1.5(=2.0,-1.0) <0.0001

ESAS Edmonton System Assessment Scale

Paired ¢ test
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Table 3 Changes in symptoms

from baseline (V = 182) Baseline symptom intensity N Mean of and 95 % CI of change P value

Pain Absent 14 -1.8 (-3.1,-0.5) <0.0001
Mild 22 -0.2 (-0.5, 0.1)
Moderate 50 0.4 (0.1, 0.6)
Severe 83 0.7 (0.4,0.9)

Fatigue Absent 11 -3.9(-6.0,-1.8) <0.0001
Mild 13 -0.3 (-0.5,-0.1)
Moderate 62 0.2 (0.0, 0.5)
Severe 90 0.4 (0.3,0.5)

Nausea Absent 101 -0.8 (-1.1,-0.5) <0.0001
Mild 23 -0.2 (0.4, 0.0)
Moderate 9 1.1 (0.0, 2.1)
Severe 20 0.7 (0.1, 1.3)

Depression Absent 78 =1.1 (-1.6,-0.7) <0.0001
Mild 14 -0.2 (0.6, 0.1)
Moderate 33 0.1 (-0.1,0.2)
Severe 36 0.8(04,1.2)

Anxiety Absent 58 -1.7 (2.3, -1.0) <0.0001
Mild 21 -0.3 (0.6, —0.1)
Moderate 28 0.5(0.1,0.9)
Severe 59 0.9 (0.6, 1.3)

Drowsiness Absent 40 —2.8 (=3.6, -2.0) <0.0001
Mild 22 -04 (-0.5,-0.3)
Moderate 59 0.4 (0.2,0.6)
Severe 50 0.6 (0.3,0.9)

Anorexia Absent 25 -1.1(-1.7,-0.4) <0.0001
Mild 28 -0.0 (-0.3, 0.2)
Moderate 61 0.3(0.1,0.4)
Severe 60 0.9 (0.5,1.2)

Well being Absent 19 -3.9 (-5.3,-2.6) <0.0001
Mild 18 -0.4 (-0.6,-0.3)
Moderate 68 0.3 (0.1, 0.5)
Severe 71 0.5(0.3, 0.6)

Dyspnea Absent 74 -1.3 (-1.8,-0.9) <0.0001
Mild 16 0.2 (-0.2,0.5)
Moderate 40 0.5(0.2,0.8)
Severe 34 0.4 (0.2,0.6)

Sleep Absent 27 -0.9 (-1.3,-04) <0.0001
Mild 38 -0.2 (-0.3,-0.1)
Moderate 61 0.6 (0.3, 0.8)
Severe 49 0.8 (0.5, 1.1)

A positive number means improvement and negative number means aggravation

P value using nonparametric test, Wilcoxon Rank sum Test)

patients enrolled, only 182 (61 %) patients completed visit
two and were included in the study analysis.

Table 1 summarizes patients’ and disease demo-
graphics. The average age was 53 (18-80). Eighty-six
(47 %) were females. More than 95 % of patients had a
stage 4 cancer. The most common cancers were breast
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(n = 40, 22 %), lung (n = 37, 20 %), gastrointestinal
(n = 31, 17 %), and genitourinary (n = 14, 8 %). The
median time between the two visits was 21 days (inter-
quartile range 15-28 days). KPS worsened between visit 1
and 2 (67.8 vs. 65.6 %, P = 0.004). In addition, Table 1
shows the baseline ESAS scores. Vast majority of patients



Support Care Cancer (2017) 25:177-183

181

(>80 %) reported pain, fatigue, anorexia, poor wellbeing,
and insomnia.

Base line symptoms scores

Table 2 shows the proportion of patients with symptom inten-
sity > 4/10. More than 70 % of patients reported moderate to
severe pain, fatigue, and poor well-being.

Symptom changes

There was a significant reduction in symptom intensity be-
tween the first and second visits (Table 2). Among patients
who presented with moderate to severe symptom intensity,
pain (7 vs. 6, P < 0.0001), fatigue (7 vs. 6, P = 0.003), nausea
(7vs.4,P<0.0001), depression (7 vs. 5, P = 0.0008), anxiety
(7 vs. 5, P<0.0001), drowsiness (6 vs. 5, P < 0.001), appetite
(7vs.6,P=0.0007), well-being (7 vs. 6, P < 0.0001), dyspnea
(6 vs. 5, P = 0.0006), and sleep (7 vs. 5, P < 0.0001) all
improved significantly.

Table 3 shows the distribution of symptoms intensity cate-
gorized by baseline symptom intensity: absent, mild, moder-
ate, and severe. Patients who had absent and mild symptoms
at baseline generally had worsening or exacerbation of symp-
toms. In contrast, patients who had moderate to severe symp-
toms had significant improvement (P < 0.0001).

Figure 1 shows that the decrease in symptom intensity in
visit 2 as compared to visit 1.

Discussion

This prospective study examined the prevalence of symptoms
and impact of a palliative care clinic on symptom change for
cancer patients in Jordan. We found that moderate to severe

Fig. 1 Baseline and follow up
symptom scores using Edmonton

Symptom Assessment System 100

;
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pain, fatigue, feeling of wellbeing, anorexia, insomnia, and
drowsiness to be highly prevalent in our patient population.
We also found that patients seen at our palliative care clinic
had significant improvement in their symptom burden,
highlighting the need for effective symptom management pro-
grams in the ambulatory setting.

Outpatient palliative care clinics are becoming increas-
ingly common in cancer centers because they facilitate ear-
ly access to supportive care. In the USA, outpatient palli-
ative care clinics were available in approximately 50 % of
National Cancer Institute Designated Cancer Centers and
25 % of non-NCI designated Cancer Centers [19]. In the
Middle East, only a few centers have published their expe-
rience on palliative care. For example, tertiary care hospital
in Saudi Arabia reported that 85.5 % of patients seen at an
outpatient palliative care clinic reported pain, with 51 % of
them experiencing moderate to severe pain [20]. There are
only few specialized palliative care programs in Jordan [6].

To our knowledge, this is the first study to examine the
symptom burden and impact of palliative care clinic in
Jordan. Compared to other international studies documenting
the symptom burden [2, 3, 9, 21-23], our patients had relatively
high symptom intensity at baseline with a greater proportion of
patients reporting symptom intensity of 4 or greater. This may
be related to differences in referral pattern, timing, patient char-
acteristics, culture, scale interpretation, and symptom expres-
sion. Future research should examine these issues further.

Our study adds to the growing body of literature to support
the role of specialty palliative care clinics in improving patient
outcome [24-26]. Because patients with advanced cancer of-
ten have significant symptom burden from the time of diag-
nosis, outpatient clinics allow timely interventions and longi-
tudinal monitoring, thus improving patients quality of life and
quality of end-of-life care [25, 27, 28]. Our study is consistent
with others demonstrating a benefit in multiple symptom
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domains in a before-and-after comparison [8]. A retrospective
study by Kang and his colleagues conducted at M.D.
Anderson Cancer Center evaluating 1612 patients found that
moderate to severe symptoms improved while mild symptoms
worsened [9]. In another study, Yennurajalingam et al. evalu-
ated 406 patients at an outpatient clinic and reported signifi-
cant improvement on symptom scores from baseline [22].
Temel et al. also found that patients with metastatic lung can-
cer who received early palliative care had better quality of life
(98.0 vs. 91.5; P =0.03), fewer depressive symptoms (61 vs.
38 %, P = 0.01) compared to those who only received stan-
dard oncologic care [25]. Furthermore, Hui et al. demonstrat-
ed that patients seen at outpatient palliative care had improved
quality of end-of-life care outcomes compared to those who
first had an inpatient palliative care [28].

Routine screening with a validated symptom battery repre-
sents one of the cornerstones of symptom management [8, 29,
30]. In this study, the Arabic version of ESAS was used to
assess baseline symptom burden and symptom change at our
center. Symptoms which were absent or mild at baseline gen-
erally worsened. This could be explained by clinical deterio-
ration reflected by declining physical function, the fact that
mild symptoms are generally not addressed during the clinical
encounter, or floor effect. In contrast, patients who presented
with moderate to severe symptoms tend to receive treatment
which may explain the level of improvement on the subse-
quent visit.

One limitation of our study is that we only analyzed pa-
tients who completed both visits. Patients who did not return
for a second visit due to sickness, death, or refusal were ex-
cluded from the analysis. Future studies might include evalu-
ation of those patients who were sick and were followed by
home hospice program.

In summary, patients who attended our outpatient palliative
care clinic had high symptom burden, and those with moderate
and high symptom intensity reported a significant decrease in
symptom intensity after the initial consultation. Our study con-
tributes to the accumulating literature demonstrating that outpa-
tient palliative care improves outcome for patients with advanced
cancer. Future studies should examine longer term outcomes and
how to improve access to outpatient palliative care in the Middle
East.
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