Available evidence shows that the addition of a nonopioid
analgesic decreases residual continuous pain in patients re-
ceiving only a regular opioid. However, because the analgesic
effect of nonopioid analgesics is at most moderate and their
long-term use may result in several adverse events, the deci-
sion of adding nonopioid analgesics to regular opioid therapy
should be made after carefully weighing the benefits of the an-
algesic effect against the risk of adverse events.

(ii) The dose of regular opioids should be increased in
. patients who experience continuous pain with regular
opioid use. [1B]

Although to date, no clinical trials have compared the
amount of increase in regular opioid dose and the interval
between increments, several observational studies have
demonstrated that the increase strategy based on the WHO
method for cancer pain relief provided adequate pain relief
(34,35).

Therefore, available evidence suggests that increasing the
dose of regular opioids provides pain relief in patients with re-
sidual continuous pain despite regular opioid use. When in-
creasing the dose of regular opioids, an increase of 30—50%
of the regular daily dose is recommended. However, the total
amount of rescue medication required on the previous day
must be considered. With regard to the interval between
doses, an interval of 24 h for immediate-release opioids or
parenteral opioids, 48 h for sustained-release opioids and 72 h
for transdermal fentany! is recommended according to their
expected time to achieve steady-state. In cases of severe pain
that require prompt analgesia, parenteral opioids or
immediate-release opioids are the desirable administration
routes.

(iii) The type of opioid should be switched in patients with
inadequate pain control with a certain type of opioids.
[1B]

A systematic review of 21 observational studies concluded
that opioid switching was an effective measure to improve
the balance between analgesia and adverse events as a whole
(56,57). The studies included in this analysis mainly evaluated
the switch from morphine to oxycodone or fentanyl.

Therefore, available evidence suggests that opioid switch-
ing could improve analgesic effects and decrease adverse
events in cancer patients with inadequate pain control with a
certain type of opioid.

(iv) Another type of opioid may be added in patients with in-
adequate pain control with a certain type of opioid, after
consultation with pain or palliative care specialists. [2C]

One observational study evaluating the effectiveness of
opioid combination therapy in improving analgesic effects
demonstrated that the addition of a second opioid decreased
pain intensity without increasing adverse events in cancer
patients with inadequate pain control after an increase in the
dose of regular opioids (58).
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Although the addition of another opioid may provide better
analgesic effects in cancer patients with inadequately con-
trolled pain, the present evidence is insufficient. In addition,
the concurrent use of different types of opioids may affect
compliance. The panel has concluded that after consultation
with pain or palliative care specialists, another type of opioid
may be added to patients with inadequate pain control with a
certain type of opioid.

(v) The administration route may be changed to intravenous
or subcutaneous infusion in patients with inadequate
pain control with an oral or a transdermal preparation of
opioid analgesics. [2C]

Two observational studies evaluating the efficacy of chan-
ging to a continuous parenteral route demonstrated that this
change decreased pain intensity, decreased adverse events and
improved the quality of life in cancer patients with inadequate
pain control with oral morphine or transdermal fentanyl
(59,60).

Therefore, changing to a parenteral route may facilitate an
improvement in the analgesic effect in cancer patients with in-
adequate pain control with oral or transdermal opioids.

(vi) Ketamine may be used in combination with opioids in
patients with inadequately controlled pain after a suffi-
cient increase in opioid dose, after consultation with
pain or palliative care specialists. [2B]

A systematic qualitative review including two randomized
controlled trials to evaluate the efficacy of ketamine provided
a modest conclusion that ketamine had a potential efficacy
when used as an adjuvant to opioids for cancer pain (61).

Although the use of ketamine as an adjuvant to opioids may
provide better analgesic effects in cancer patients with inad-
equately controlled pain after a sufficient increase in opioid
dose, the present evidence is insufficient. In addition, using
ketamine may increase central nervous system (CNS) side
effects. The panel has concluded that, after consultation with
pain or palliative care specialists, ketamine may be added in
patients with inadequately controlled pain after a sufficient in-
crease in opioid dose.

(vii) Corticosteroids may be used in combination with
opioids for particular pain etiologies, paying careful at-
tention to the risk of adverse reactions in patients who
experience pain after a sufficient increase in opioid dose.
[2€C]

A small, randomized controlled crossover trial demon-
strated that pain intensity in patients with advanced cancer
decreased after the administration of methylprednisolone with
weak opioids (62). On the other hand, another randomized
controlled trial demonstrated that, whereas dexamethasone
provided a short-term benefit for gastrointestinal adverse
events and improved a patient’s sense of well-being,
pain intensity was not significantly different between dexa-
methasone—opioid combination therapy and opioid monother-
apy in cancer patients with moderate-to-severe pain (63).

] =



904 Japanese guideline for cancer pain

Therefore, there is insufficient evidence for the efficacy of
corticosteroids in combination with opioids. However, corti-
costeroids are considered to decrease the intensity of pain
caused by a specific etiology such as spinal cord compression,
inflammation, increased intracranial pressure and bone metas-
tasis. Corticosteroids can be used in combination with opioids
for pain caused by such etiologies if careful attention is paid
to adverse events from long-term corticosteroid use (e.g.
hyperglycemia, peptic ulcer, immune suppression, Cushing’s
syndrome, etc.). Corticosteroids should be continued at the
minimum effective dose, and should be tapered and discontin-
ued, when ineffective.

PATIENTS WITH BREAKTHROUGH PAIN

(1) The rescue dose of opioids should be used in patients
with breakthrough pain. [1B]

(ii) The rescue dose may be increased if adverse events are
acceptable and the initial rescue dose provide inad-
equate analgesic effects. [2C]

Although a Cochrane review on the management of break-
through pain concluded that a rescue dose was effective for
such pain, this systematic review primarily analyzed studies of
oral transmucosal fentanyl citrate, which is not available in
Japan (64). Although randomized placebo-controlled trials to
evaluate the efficacy of oral and parenteral opioids are
lacking, there are three observational studies evaluating the ef-
ficacy of a rescue dosé of subcutaneous or intravenous opioids
for breakthrough pain, and two randomized controlled trials of
oral transmucosal fentanyl citrate that used oral and intraven-
ous opioids as a control treatment (65—69).

A sub-analysis of a rescue dose of oral morphine in a rando-
mized controlled trial demonstrated that immediate-release
morphine caused a clinically significant decrease in break-
through pain, and the mean intensity of pain decreased 60 min
after administration (65). Two observational studies and a
sub-analysis of a rescue dose of intravenous morphine in a
randomized, controlled trial demonstrated that intravenous
morphine caused a clinically significant improvement of
breakthrough pain in a majority of patients (66—68). An ob-
servational trial demonstrated that subcutaneous morphine
relieved breakthrough pain within 10 min in a majority
of patients (69). In these studies, serious adverse events
were rare. '

Therefore, available evidence suggests that using a rescue
dose ameliorates breakthrough pain in cancer patients receiv-
ing regular opioid doses.

The dosage used in current studies corresponded to 10—
20% of the daily regular opioid dose, regardless of the admin-
istration route. These trial results suggest that this dose is safe
and effective, and the panel has agreed that the starting dose
of a rescue opioid should be 10—20% of the daily regular
opioid dose when oral immediate-release opioids are used. On
the other hand, for patients on continuous parenteral opioids, a
1 h bolus dose of regular parenteral opioid is traditionally

used in Japan; therefore, the panel has recommended the 1 h
bolus administration in patients on continuous parenteral
opioids.

A clinical trial showed that an adequate dose of the rescue
opioid would not be completely correlated with the total daily
dose of regular opioids (65). Therefore, the panel has agreed
that the dosage of the rescue opioid should be increased and
adjusted individually if adverse events are acceptable and the
initial dose provides inadequate analgesic effects.

(iii) For patients with ‘end-of-dose failure,” the dose of
regular opioids should be increased or the interval of
regular opioid administration should be shortened [1B]

A small, randomized controlled trial comparing the effects
of a dose of immediate-release morphine administered every
4 h with those of a bedtime double dose demonstrated that the
pain intensity at night and the next morning as well as the re-
quirement of a rescue opioid at night were significantly lower
in the 4-h group (70). On the other hand, a small, randomized
controlled trial comparing the same groups demonstrated that
the pain intensity was not significantly different between the
groups (71).

Although available evidence is insufficient to conclude
whether an increase in the dose of regular opioids or shorten-
ing the dosing interval of regular opioids is appropriate to
ameliorate ‘end-of-dose failure,’ the panel agreed that both
the strategies can be used in cancer patients with ‘end-of-dose
failure’ who are using regular immediate-release opioids.

There are no trials evaluating the efficacy of these 2 strat-
egies in patients using regular sustained-release opioids.
However, an increase in the dose of regular opioids presum-
ably maintains effective blood concentration and improves
‘end-of-dose failure’ in patients using regular sustained-release
opioids because of their prolonged duration of action.
Therefore, the dose of regular opioids can be increased in
cancer patients with ‘end-of-dose failure” who are using regular
sustained-release opioids. The dosing interval can be shortened
when an increase in the dose of regular opioids is not effective
or causes an adverse event.

NEUROPATHIC PAIN IN CANCER PATIENTS

(i) Adjuvant analgesics (e.g. anticonvulsants, antidepres-
sants, antiarrhythmics, N-methyl-p-aspartate (NMDA)
receptor antagonist or corticosteroids) may be used in
cancer patients with neuropathic pain. [2B]

(a) Anticonvulsants

Two randomized, controlled trials evaluating the efficacy of
gabapentin in cancer patients with neuropathic pain demon-
strated that gabapentin as an adjuvant to opioids demonstrated
a significantly better analgesic effect against neuropathic pain
compared with placebo (72,73). Drowsiness was more fre-
quent in the gabapentin group in both the studies. Also, in
noncancer patients, a recent Cochrane systematic review con-
cluded that gabapentin demonstrated a moderate analgesic
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effect against neuropathic pain, with adverse effects such as
dizziness, drowsiness and headache (74). Other than gabapen-
tin, a randomized controlled trial comparing three arms
(buprenorphine alone, phenytoin alone or buprenorphine and
phenytoin) did not show any difference in analgesic effect
among the three arms in cancer patients with neuropathic pain
(75). A small, observational trial evaluating the efficacy of
valproate as an adjuvant to opioids in cancer patients with
neuropathic pain demonstrated that 56% patients exhibited a
decrease in pain intensity (76). Another small, observational
trial evaluating the efficacy of clonazepam as an adjuvant to
opioids in cancer patients with neuropathic pain demonstrated
that although the mean pain intensity decreased from three
to one in five patients who completed the study protocol,
another five patients dropped out because of worsening pain
or drowsiness (77).

Therefore, available evidence suggests that gabapentin
improves neuropathic pain in cancer patients. Although some
other anticonvulsants may improve neuropathic pain in cancer
patients, current evidence for the efficacy of these agents is
insufficient.

(b) Antidepressants

A randomized controlled, crossover trial comparing the effi-
cacy of amitriptyline, a tricyclic antidepressant (TCA), as an
adjuvant to opioids with that of placebo in cancer patients
with neuropathic pain showed that amitriptyline caused a
small but significant improvement in maximum pain intensity
(78). However, the incidence of adverse effects, such as drow-
siness, confusion and dry mouth, was also significantly higher
with amitriptyline. In noncancer patients, a recent Cochrane
systematic review concluded that TCAs and venlafaxine, a
serotonin norepinephrine reuptake inhibitor (SNRI), are ef-
fective for achieving at least moderate pain relief in patients
with neuropathic pain (79).

Although available evidence is insufficient to establish the
efficacy of antidepressants in cancer patients with neuropathic
pain, on the basis of data from patients without cancer, TCAs
and SNRIs can be used as an adjuvant to opioids in cancer
patients with neuropathic pain.

(c) Antiarrhythmics

A randomized, controlled trial evaluating the efficacy of
lidocaine (2 mg/kg by bolus infusion followed by a 2 mg/kg
drip infusion for 1 h) for the treatment of opioid-refractory
neuropathic and other types of pain in cancer patients demon-
strated that lidocaine provided a significantly better analgesic
effect compared with placebo, with minor adverse effects
such as tinnitus and perioral numbness (80). In contrast, two
small, randomized controlled, crossover trials evaluating the
efficacy of lidocaine in cancer patients with neuropathic pain
demonstrated no significant analgesic effect (81,82).

In noncancer patients, a recent Cochrane systematic review
concluded that lidocaine and other oral analogs demonstrated
better analgesic effects in cancer patients with neuropathic
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pain compared with placebo, and were as effective as other
analgesics (83).

Although the results of available evidence are conflicting
and insufficient, the panel concluded that, on the basis of data
from patients without cancer, antiarrhythmics may be used as
adjuvants to opioids in cancer patients with neuropathic pain.

(d) NMDA receptor antagonists

A small, randomized, controlled, crossover trial evaluating
the efficacy of ketamine against opioid-refractory neuropathic
or mixed pain in cancer patients demonstrated that ketamine
demonstrated a significantly better analgesic effect compared
with placebo, with moderate adverse effects such as hallucin-
ation and sensation of insobriety (84). In two other small
observational studies, ketamine demonstrated a clinically
significant decrease in opioid-refractory neuropathic pain in
61—77% patients with cancer (85,86).

Although available evidence is insufficient and there is a
well-documented risk of a CNS adverse effect, ketamine may
be used as an adjuvant to opioids in cancer patients with
opioid-refractory neuropathic pain.

(e) Corticosteroids

Although to date, no clinical trials have evaluated the effi-
cacy of corticosteroids in the treatment of neuropathic pain in
cancer patients, corticosteroids are considered to improve the
intensity of pain caused by a specific etiology such as spinal
cord compression, nerve compression or inflammation.

The panel agreed that corticosteroids can be used as an ad-
juvant to opioids for neuropathic pain caused by spinal cord
compression, other nerve compression by tumor invasion or
inflammation in the nervous system.

DISCUSSION

We reported the summary of recommendations of a new
Japanese clinical guideline for the management of cancer
pain. Although we used a formal evidence-based methodology
for constructing this clinical guideline, a majority of the
recommendations are based on poor-quality controlled trials,
observational studies or expert opinions. This finding confirms
that a worldwide effort for conducting well-designed, con-
trolled trials is essential for improving the clinical guideline
and management of cancer pain. During our efforts, the
European Association of Palliative Care guideline was recent-
ly published (16). In this guideline, the key messages and
recommendations are essentially the same as in the Japanese
guideline; but their recommendation levels are generally weak
because of the lack of confirmatory evidence in the majority
of fields. The results highlight the importance of conducting
well-designed, controlled trials to identify the best practice in
cancer pain management. :
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Abstract

Background: Despite the fact that many cancer patients worldwide die in general hospitals, there are few reports
of the analysis of delirium in terminally ill cancer patients in this setting.

Purpose: This study aimed to identify predictive factors for agitation severity of hyperactive delirium in ter-
minally ill cancer patients in a general hospital.

Methods: Participants were 182 consecutively admitted terminally ill cancer patients who died in a Japanese
general hospital between April 2009 and March 2011. Variables present one week before death were extracted
from the clinical records for regression analysis of factors potentially related fo agitation severity of delirium. The
Aprevalence and agitation severity of delirium were evaluated retrospectively. Multivariate ordered logistic re-
gression analysis was performed to identify predictive factors.

Results: Male sex [odds ratio (OR)=2.125, 95% confidence interval (CI)=1.111-4.067; P=0.0227]; to’tal bilirubin
(T-bil) [OR=1.557, CI=1.082-2.239; P=0.017}; antibiotics [OR=0.450, CI=0.219-0.925; P=0.0298]; nonsteroidal
antiinflammatory drugs (NSAIDs) [OR=2.608, CI=1.374-4.950; P=0.0034]; and hematological malignancy
[OR=3.903, CI=1.363-11.179; P=0.0112] were found to be statistically significant predictors for agitation se-
. verity of hyperactive delirium.

Conclusions: Our study indicates that male sex, T-bil, antibiotic therapy, NSAID therapy, and hematological
malignancy are significant predictors for agitation severity of hyperactive delirium in terminally ill cancer
patients in a general hospital setting.

Introduction

DELLRIUM IS ONE OF THE PSYCHIATRIC SYMPTOMS that
occurs frequently (25% — 85%) in terminally ill cancer
patients just before death.’™ Delirium is an acute brain syn-
drome with consciousness disturbance, psychomotor excite-
ment, cognitive deficits, and psychomotor retardation, as
opposed to dementia, in which a chronic organic cause
affecting the brain is usually identified or likely.® From a be-
havioral point of view, delirium can be classified as hypoac-
tive; hyperactive (i.e., associated with the h)gpovigﬂant or
hypervigilant level of consciousness); or mixed.” In terminally

ill cancer patients, delirium can be induced by several factors,
such as metabolic disturbance, organ failure, and drugs;*®
and the same factors disturb recovery. Even though it is dif-
ficult to treat delirium in this population, pharmacological
freatments using antipsychotics and /or sedative drugs may
be appropriate for agitated delirium, because the condition
may cause severe distress for both patients and family
members.”> ™ Therefore, although delirium might be consid-
ered by some to be a natural part of the dying process,”'? the
ability to predict the agitation severity of delirium and pre-
vention of this aspect would represent an advance in clinical
management of these patients.

"Hospital Pharmacy, “Department of Pain Treatment and Palliative Care Unit, University Hospital, *Department of Psychiatry,
®Department of Anesthesiology, Graduate School of Medical Science, *Department of Pain Management and Palliative Care Medicine, Kyoto

Prefectural University of Medicine, Kyoto, Japan.

*Department of Palliative and Supportive Care, Palliative Care Team, Seirei Hospice, Seirei Mikatahara General Hospital, Shizuoka, Japan.

Accepted March 26, 2013.

1020

-128-



FACTORS PREDICTING AGITATION SEVERITY OF DELIRIUM IN CANCER

Multiple studies have statistically identified predictive
factors for delirium in these patients.>*® However, despite
the fact that many cancer patients worldwide die in general
hospitals, to the best of our knowledge there are few reports of
the analysis of agitation severity of delirfum in terminally ill
cancer patients in this setting."**® Therefore, a retrospective
study was carried out with the primary aim of identifying
predictive factors for agitation severity of hyperactive delir-
ium in terminally ill cancer patients in a general hospital.

Methods
Study term and participants

Consecutively admitted adult cancer patients who died at
the University Hospital of Kyoto Prefectural University of
Medicine between April 2009 and March 2011 were enrolled
in this study. This is a 1065-bed core hospital in the Kyoto
prefecture, an acute care hospital with no palliative care unit.
The inclusion criterion for this study was death due to cancer
at the hospital after a stay of seven days or more, because the
aim was to identify predictive factors during the week before
death. Exclusion criteria were as follows: (1) patients main-
tained under medical continuous sedation during the final
week of life; (2) patients who died suddenly due to unex-
pected causes (e.g., fatal arrhythmia, pulmonary embolism);
(3) patients with dementia; and (4) patients who experienced
delirium for more than one week before death.

Previous reports have indicated that in patients with can-
cer, delirium occurs with greater frequency during the few
days before death;*™ therefore, we focused on agitation se-
verity during the final week of life. This study was performed
with the approval of the Ethics Review Board of Kyoto
Prefectural University of Medicine.

Delirium assessment

The hyperactive delirium diagnoses were made by a psy-
chiatrist with 10 years clinical experience using clinical re-
cords from the patients’ last week. Mental status descriptions
in the records were most often written by the treating physi-
cian and/or primary nurse. Diagnostic and Statistical Manual
of Mental Disorders (DSM-IV) diagnostic criteria were used
to define delirium.’® DSM-IV criteria include acute onset
of consciousness disturbance, acute onset of cognition dis-
turbance, and fluctuating symptoms. Referring to a previous
study,” delirium was coded as “present” if any key terms
such as inattention, disorientation, hallucinations, agitation,
and inadequate behavior were present and acute onset or
acute change of symptoms was present. Because of the
retrospective nature of the investigation and the great
possibility of underestimation of hypoactive delirium, we
defined only hyperactive delirium. The agitation severity of
hyperactive delirium was also assessed from the records of
the last week by the psychiatrist using the “psychomotor
activity” item (Item 9) of the Memorial Delirium Assess-
ment Scale (MDAS) following the previous studies.*>%1°
The rationale for adopting this end-point was that (1) there
is no validated method for assessing severity of agitation
retrospectively, (2) several studies showed that MDAS
Item 9 was associated with neurobehavioral dimension and
severity of agitation,”®?? and (3) it was assumed that re-
markable events related to the patients with hyperactive

1021

delirium were usually well described in the medical records
as a part of routine practice. Then the agitation severity
(response variable) was categorized according to an ad hoc
scale referring MDAS as follows: 0, no agitation (no episode
of delirium or hypoactive delirium); 1, mild; 2, moderate;
and 3, severe. The most severe symptom during the final
week was ascertained. To calculate interrater reliability of
the assessment of both diagnosis of delirium and severity of
agitated delirium, 40 patients’ records were randomized
and assessed under blinded conditions by another psychi-
atrist with seven years of clinical experience. A kappa co-
efficient was calculated.

Extraction of variables

Variables possibly related to agitation severity of delirium
were extracted from patients’ clinical records for regression
analysis. According to previous studies,"™ categories were
chosen. Palliative care team intervention was defined as that
occurring before the final week. Laboratory profiles were
obtained from blood tests taken one week before death.

. Medication use was ascertained from prescriptions written

one week before death, and anticancer drugs during the final
three weeks. Morphine or fentanyl doses were converted to
oral or transdermal daily doses, using the standard conver-
sion ratios.

Statistical analyses

Multivariate ordered logistic regression analysis was used,
since scoring for agitation severity of delirium was evaluated
by a graded scale, and multiple factors involved in scoring
were evaluated simultaneously. Variables were screened by
examining for multicollinearity (correlation coefficient - [r[>
0.7), which occurs when correlations existing among vari-
ables results in use of an inappropriate model. A multivariate
logistic regression model was constructed using forward
stepwise selection among several candidate variables with a
variable entry criterion of 0.25 and a variable retention crite-
rion of 0.1 (JMP® version 10; SAS Institute, Cary, NC). All
statistical analyses were performed at a two-sided signifi-
cance level of 0.05. Seruum creatinine was categorized as either
normal (<1.0mg/dL) or abnormal (>1.0mg/dL), and T-bil
was categorized as either normal (<1.0mg/dL), a little high
(21.0mg/dL, <3.0mg/dL), or high (>3.0mg/dL). These
criteria were based on a previous study.?* Hydration volume
was categorized as none, peripheral hydration, or total pa-
renteral nuirition. Statistical data were analyzed with ]MP®
version 10 (SAS Institute, Cary, NC). P value <0.05 was con-
sidered to be statistically significant.

Results

Of 317 adult cancer patients who were consecutively ad-
mitted to, and subsequently died at, the University Hospital
of Kyoto Prefectural University of Medicine during the study
period, 135 patients (42.6 %) were excluded based on the
defined exclusion criteria, as follows: 4 died of causes not
related to cancer (2 heart failures, 1 cerebral infarction, and 1
postsurgical complication); 43 died less than one week after
admission; 45 required medical continuous sedation during
the final week; 5 died due to unexpected sudden change (2
brain hemorrhages and 2 unknown causes of death); 3 had
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TaBLE 1. PaTiENT CHARACTERISTICS AND ALL EXTRACTED VARIABLES AND THE RESULTS
oF UNIVARIATE ANALYSES (N=182)
) Entered info
Hyperactive No hyperactive stepwise
delirium (n=280) delirium (n=102) P OR (95% CI) model

Demographic factors :
Sex (male), n (%) 55 (69) 53 (52) 0.03 2.0 (1.1-3.5) Yes
Age : 63.7 (12.4) 635 (14.3) 056  1.1(09~1.1)
PCT intervention final week, n (%) 22 (28) 28 (27) 0.66 0.9 (0.5-1.6)
Family support, n (%) 72 (90) 88 (86) 042 1.4 (0.6-3.5)
Marriage status, n (%) 66 (83) 75 (74) 0.16 1.7 (0.8-3.4) Yes
Medical condition ’
Bone metastasis, 7 (%) 24 (30) 29 (28) 0.84 1.1 (0.6-2.0)
Liver metastasis, n (%) 33 (41) 37 (36) 0.66 1.1 (0.6-2.0)
Meningeal infiltration or brain 4 (5) 11 (11) 0.11 0.4 (0.1~-1.2) Yes

metastasis, n (%) .
Hepatic encephalopathy, 7 (%) 10 (13) 10 (10) 0.50 1.3 (0.6-3.2)
Laboratory test and physical measurement _
BMI 204 (3.7) 205 (3.6) 062 09 (0.9-1.1)
CRP, mg/dL 7.6 (0.2~30.2) 5.7 (0.1-27.3) 003 1.1 (11-12) Yes
AST, U/L 72 (8-477) 44 (9-671) 0.55 1.1 0.9-1.1)
ALT, U/L 43 (6-382) 31 (8-524) 058 1.1 (0.9-1.1)
Albumin, g/dL 2.6 (0.5) 2.7 (0.6) 0.18 0.7 (04-1.2) Yes
Total protein, mg/dL 57 (1.1) 5.6 (3.4) 0.23 1.1 (0.9-1.1) Yes
T-bil (continuous), mg/dL 1.4 (0.2-32.1) 0.8 (0.3-24.7) 0.16 1.1 (0.9-1.1)
T-bil (category) 34/20/26 61/19/22 0.03 14 (1.1-2.0) Yes
BUN, mg/dL 247 (6.3-105.8) 24.7 (6.2-151.1) 065 0.9 (0.9-1.1)
SCr (continuous), mg/dL 0.71 (0.24.7) 0.63 (0.2-7.2) 0.31 0.9 (0.7-1.2)
SCr (category), n (%) 26 (33) 29 (28) 089 11 (0.6-19)
Serum sodium, mEq/L 134 (5.5) 135 (6.3) 087 09 (09-1.1)
Serum potassium, mEq/L 4.5 (0.91) 4.4 (0.76) 0.24 1.2 (0.9-1.7) Yes
Serum calcium, mg/dL 8.8 (2.0 8.6 (1.0) 0.79 1.1 (0.8-1.4)
WBC, x10% /L 9.7 (0.1-62.9) 9.9 (1.2-68.2) 087 09 (0.9-11)
Lymphocyte, x 10° /uL 0.76 (0.09-7.8) 0.88 (0.1-3.2) 0.84 1.1 (0.7-1.5)
PLT,x10% /4L 134 (7-774) 189 (7-601) 015 09 (09-1.1) Yes
Hb, g/dL 9.0 (2.2) 95 (2.4) 007 09 (0.8-1.1) Yes
Concomitant medications
Anticancer drugs (within two 15 (19) 14 (14) 0.31 1.5 (0.7-3.1)

weeks), n (%)
Metoclopramide or domperidone, 6 (8) 10 (10) 0.84 0.9 (0.3-2.5)

n (%)
Histamine 1-antihistamines, 4 (5) 8 (8) 044 0.6 (0.2-2.1)

n (O/o)
Histamin 2-antihistamines, 30 (38) 38 (37) 0.82 1.1 (0.6-1.9)

n (%)
Antibiotics, 1 (%) 25 (31) 44 (43) 0.21 0.7 (0.4-1.2) Yes
Antiviral, n (%) 4 (5) 5 (5) 0.98 0.9 (0.3-3.6)
Hydration volume (category) 9/53/18 26/56/20 0.07 15 (1.0-24) Yes
Antidepressants exclude TCA, n (%) 4 () 1M 0.25 2.6 (0.5-13.2) Yes
Antipsychotics (excluding ©10(13) 11 (11) 087 11 (0.5-2.6)

prochlorperazine), 1 (%)
Benzodiazepines in last 24 hours, 32 (40) 42 (41) 091 0.9 (0.6~1.7)

n (%)
Anticonvulsants, 1 (%) 4 (5) 33 0.79 1.2 (0.3-5.1)
Steroids, n (%) 40 (50) 48 (47) 089 1.1 (0.6-1.8)
NSAIDs, 7 (%) 39 (49) 34 (33) 002 19 (L1-34) Yes
Opioid, 7 (%) 42 (53) 54 (53) 075 09 (0.5-1.6)
Daily dosage of opioid
morphine, mg 120 (20-600) 60 (5-360) 037 1.1 (0.9-1.7)

(oral morphine equivalents) .
oral oxycodone, mg 12.5 (2.5-60) 20 (2.5-40) 0.43 1.1 (0.9-1.1)
fentanyl, ug/h (transdermal 4.2 (1.05-50.4) 42 (2.1-84) 032  1.1(0.9-11)

fentanyl equivalents) :

(continued)
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Tasre 1. (CONTINUED)

Entered info

Hyperactive No hyperactive stepwise
delirium (n=80) delirium (n=102) P OR (95% CI) model

Primary sites of malignancy

Lung, n (%) 6 (8) 15 (15) 0.19 05 (0.2-14) Yes
Gastric, n (%) 8 (10) 11 (11) 0.68 0.8 (0.3-2.1) :
Hematological mallgnanmes, n (%) 12 (15) 11 (11) 0.19 1.7 (0.8-3.9) Yes
Breast, 7 (%) 3 (4) 5 (5) 078 0.8 (0.2-33)

Colon, 7 (%) 68 8 (8) 073  0.8(0.3-2.4)

Pancreas, n (%) 4 (5) 7@ 0.58 0.7 (0.2-2.4)

Esophageal, 7 (%) 5 (6) 7 (7) 092 09 (0.3-2.9)

Liver, n (%) 11 (14) 11 (11) 064  12(05-29)
Cholangiocarcinoma, 1 (%) 5(6) 5 (5) 0.95 0.9 (0.3-3.3)

Gynecologic, n (%) 5 (6) 4 4) 0.66 1.3 (04-4.7)

Ontological, 7 (%) 5(6) 8 (8) 0.58 0.7 (0.2-2.3)

Urological, (%) 7 9) 4 (4) 0.21 2.0 (0.7-6.3) Yes

Values are median (range) or mean (SD) when appropriate.

Binary scales were female=0 and male=1 for sex;<1.0mg/dL=0 and 21.0mg/dL=1 for serum creatinine (2); and absent=0 and

present=1 for others.

Ordinal scales were <1.0mg/dL=0, >1.0mg/dL but <3.0mg/dL=1, and >3.0mg/dL=2 for T-bil (2); none=0, peripheral parenteral

nutrition=1, and total parenteral nufrition=2 for hydration volume,

ALT, alanine aminotransferase; AST, aspartate aminotransferase; BMI, body-mass index; BUN, blood urea nitrogen; CRP C-reactive
protein; Hb, hemoglobin; NSAIDs, nonsterocidal antiinflammatory drugs; PCT, palliative care team; PLT, platelet; SCr, serum creatinine; T-bil,

total bilirubin; TCA, tricyclic antidepressant; WBC, white blood cell.

dementia; and 35 developed prolonged delirium more than
one week before death.

Table 1 shows the clinical characteristics of the 182 patients
who were ultimately enrolled in this study, as well as various
candidate factors possibly related to agitation severity of de-
lirfum in terminally ill cancer patients.

Table 2 presents agitation severity in all patients analyzed.
The total prevalence in the study population of hyperactive
delirium during the final week of life was 44.0% (2 =80). There
was good reliability between raters for the assessment of
hyperactive delirium (A kappa coefficient=0.832; 95%CI=
0.565-0.922) and ratings agitation severity of MDAS Jtem 9 (A
kappa coefficient=0.605; 95% CI=0.361-0.85).

This analysis identified five independent predictors: male
sex, T-bil, antibiotics, NSAIDs, and hematological malignancy
(see Table 3).

Discussion

The multivariate logistic regression analysis used in this
study demonstrated that male sex, T-bil, antibiotics, NSAIDs,
and hematological malignancy were significant predictors for
agitation severity of hyperactive deliritm in terminally ill
cancer patients.

TaBLE 2. CATEGORIZATION OF THE AGITATION SEVERITY
1N TRRMINALLY IrL CANCER PATIENTS
Response n=182
0 102
1 39
2 35
3 6

Consistent with previous reports, the current analysis
showed that the agitation severity of delirium in terminally ill
cancer patients tended to increase with elevated T-bil level**3
and in males.”® Previous studies also clarified that T-bil or
male sex were risk factors for delirium.?*® Clinicians need to
be alert to the greater risk of agitation of delirium in terminally
ill cancer patients having these characteristics.

Regarding a correlation with antibiotics use, a previous
study found that infection is a risk factor for delirium.®
This result might suggest that fever caused by infection may
be an actual predictive factor for agitation severity of de-
lirium, and that minimizing its potential occurrence may be
an additional reason to use antipyretics for patients with
infection.

Previous studies demonstrated that NSAIDs are a risk
factor for delirium in terminally ill cancer patients or those

TaBLE 3. Resurts oF ORDERED LOGISTIC REGRESSION
ANALYSIS FOR VARIABLES EXTRACTED
BY FORWARD SELECTION

CIof OR

Lower Upper
Variable P OR  95% 95%
Sex (nale) - 0.0227 2125 1.111 4.067
Meningeal infiltration 0.1907 0421 0115 1.539

or brain metastasis

T-Bil (category) 0.017 1.557 1.082 2.239
Hb 0.0622 0.873 0757 1.007
Antibiotics 0.0298 0450 0219 0.925
Hydration volume 0.1095 1507 0.912 2490
NSAIDs 0.0034 2.608 1.374 4.950
Hematological malignancies 0.0112 3.903 1363 11.179

The response was categorized according to an ad hoc scale
referring MDAS as follows: 0, no agitation (no episode of delirium or
hypoactive delirium); 1, mild; 2, moderate; and 3, severe.

Data p<0.05 indicated in bold and italic.
CI, confidence interval; Hb, hemoglobin; NSAIDs, nonsteroidal
antiinflammatory drugs; OR, odds ratio; T-bil, total bilirubin.
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with a progressive deterioration of cognitive function.”5%28
On the other hand, the antiinflammatory effects were effective
for the prevention of cognitive impairment even in chronic
situations.?” In the current study, NSAIDs were identified as a
predictive factor for agitation severity of delirium in termi-
nally ill cancer patients. The reason might be because NSAIDs

are usually used in patients with uncontrollable pain® and

fever. NSAIDs also might cause a potential accumulation of
toxic metabolites due to decreased renal function, or anemia
from gastrointestinal tract disturbances. To the best of our
knowledge, there are few previous reports identifying
hematological malignancy as a predictor of delirium in ter-
minally ill cancer patients.>® Patients with hematological ma-
lignancy are sometiines in an isolated environment in thejr
terminal stage, with the medical intention of avoiding the risk
of infection; the environment factors could contribute to se-
verity of agitation. Also, our patients with hematological ma-
lignancy were isolated in a private room or observation room
(data not shown). Clinicians need fo be alert to the greater risk
of agitated delirium in patients with hematological malig-
nancy. Caraceni and colleagues reviewed all drugs or toxic
effects that affect central nervous system (CNS) cholinergic
neurons are candidates for causing delirium.® The blood-brain
barrier of patients with hematological malignancy might be
broken down due to polypharmacy or inflammation with
high-dose chemotherapy or radiation, and so on. Thus, me-
dicinal products and endogenous substances such as bilirubin
may gain access to the CNS with resultant toxicity.**

Other studies have demonstrated that factors such as hy-
poalbuminemia, hydration status, and medications are com-
monly associated with delirium in this patient population.
However, laboratory profiles were obtained from blood tests
taken one week before death in our study, showing that most
patients suffered from malnutrition. Therefore, there might be
no significant difference between the delirium and the no-
delirium group in mean albumin levels one week before
death. Although hydration status was not associated with
severity of delirium significantly, it showed a high odds ratio.
Medication use was ascertained from prescriptions written
one week before death; opicids or steroids were already
prescribed to more than half the patients (opioids, 52%; ste-
roids, 53%). Thus delirium might not have occurred due to
new prescription of these drugs, or the dose of opioids (see
Table 1) and steroids (data not shown) were not so high, thus
delirium might not have occurred due to these drugs.

Limitations

This study has several limitations. First, the retrospective
nature of the investigation may have decreased the reliability of
the data collected. The assessment of delirium depends on the
descriptions or terms in the chart. The assessment of agitation
severity also depends on the chart descriptions. Therefore, there
is a possibility of misclassification (especially about assessment
of hypoactive delirium) due to no documentation about delir-
ium or agitation. Second, this study was performed at a single
institute and involved a relatively small number of patients, so
the results should be confirmed in a further multicenter study.

Conclusion

Male sex, hematological malignancy, T-bil, antibiotics,
and NSAIDs were shown to be predictors for agitation se-

KANBAYASHI ET AL.

verity of hyperactive delirium in terminally ill cancer pa-
tients in a general hospital setting. These findings should be
considered preliminary and in need of further refinement
and study.
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ABSTRACT

Objective: The primary end points of this analysis were to explore 1) the practices of prognostic
disclosure for patients with cancer and their family members in Japan, 2) the person who
decided on the degree of prognosis commumcatlon and 3) family evaluations of the type of
prognostic disclosure.

Method: Semistructured face-to-face interviews were conducted with 60 bereaved family
members of patients with cancer who were admitted to palliative care units in Japan.

Results: Twenty-five percent of patients and 756% of family members were informed of the
predicted survival time of the patient. Thirty-eight percent of family members answered that
they themselves decided on to what degree to communicate the prognosis to patients and 83% of
them chose not to disclose to patients their prognosis or incurability. In the overall evaluation of
prognosis communication, 30% of the participants said that they regretted or felt doubtful about
the degree of prognostic disclosure to patients, whereas 37% said that they were satisfied with
the degree of prognostic disclosure and 5% said that they had made a compromise. Both in the
“prognostic disclosure” group and the “no disclosure” group, there were family members who
said that they regretted or felt doubtful (27% and 31%, respectively) and family members who
said that they were satisfied with the degree of disclosure (27% and 44%, respectively).

Significance of results: In conclusion, family members assume the predominant role as the
decision-making source regarding prognosis disclosure to patients, and they often even prevent
prognostic disclosure to patients. From the perspective of family members, any one type of
disclosure is not necessarily the most acceptable choice. Future surveys should explore the
reasons why family members agree or disagree with prognostic dlsclosures to patients and
factors correlated with family evaluations.

KEYWORDS: Prognostic disclosure, Patients, Family, Cancer, Decision making
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INTRODUCTION

Prognosis is an issue that most physicians and
patients describe as difficult to discuss (Hagerty
et al., 2005), and whether to tell patients with cancer
about their diagnosis and prognosis is a matter of
great debate (Harris et al., 2008). Although it is often
considered important to give patients prognostic in-
formation so that they can make important decisions
in an informed manner (Harris et al., 2003), some
physicians either avoid the topic (Back et al., 2005;
Mack et al., 2006) or disclose vague (The et al,
2000) or overly optimistic information (Lamont &
Christakis, 2001).

Whereas many studies have recommend that
physicians be the first to disclose the prognosis to
the patient (Tang et al., 2006; Hari et al., 2007;
Ngo-Metzger et al., 2008) in some cultures, including
Japan, physicians are not expected to inform patients
that they have a terminal illness (Mystakidou et al.,
2004; Yun et al., 2004; Gabbay et al., 2005; Jiang
et al., 2007), and family members often receive the in-
formation earlier and in more detail than does the
patient (Yoshida et al., 2011). In this case, family
members can be given decision-making authority
and responsibility for the patient even when the
patient is competent to make such decisions (Jiang
et al., 2007). However, decisions regarding patients’
end-of-life concerns generate great distress for family
members (Meeker, 2004; Parks & Winter, 2009). For
this reason, improving support systems available for
family members making difficult end-of-life de-
cisions with regard to prognostic disclosure is an im-
portant task for Japanese medical professionals.
However, to our knowledge, only a few empirical
studies have specifically addressed the practices of
prognostic disclosure to patients and family mem-
bers, including the factor of who makes the decisions.
Moreover, family evaluations of the types of prognos-
tic disclosure have not been explored.

The primary end points of this analysis were,
therefore, to explore 1) the practices of prognostic dis-
closure for patients with cancer and their family
members in Japan, 2) the person(s) deciding how to
communicate the prognosis, and 3) family evalu-
ations of the various types of prognostic disclosure.

METHOD

Procedure

This qualitative study was conducted as the second
part of a nationwide questionnaire survey of 8402 be-
reaved family members of cancer patients who died
in certified hospice and palliative care units in Ja-
pan. The procedures related to the original survey
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are described in a previous article (Miyashita et al.,
2008).

We conducted semistructured face-to-face inter-
views between April and August 2008. Each inter-
view was tape recorded. The interviewers included
two psychologists, a research nurse, and three gradu-
ate students. The interviews followed an interview
guideline developed by the authors and was tailored
to the purpose of this study. The interview contained
predetermined open-ended questions as follows:
1) How were you and the patient told about the
patient’s prognosis? 2) Who decided on the method
of prognosis disclosure? 3) How do you perceive
the way prognosis was disclosed to you and the .
patient?

Participants

For this study, we analyzed 105 family members
who met two criteria: agreement to respond to an in-
terview recruitment, and ability to attend face-to-
face interviews. Subsequent participation was by
mail.

The interviewer explained the purpose and
method of the study in detail and obtained written in-
formed consent from all the participants. Ethical and
scientific validity were confirmed by the institutional
review board of the Graduate School of Human Scien-
ces, Osaka University.

Analysis

All interviews were tape recorded and transcribed.
Content analysis was performed on the transcribed
data. First, each interviewer identified the type of
prognostic disclosure to the patient and participant
from the following characteristics: 1) survival
periods (e.g. “antil May” or “several weeks”), 2) infor-
mation only about incurability (they did not receive
information related to survival periods), 3) no dis-
closure (they did not receive any disclosure at all),
or 4) overly optimistic information (they were told
the patient is not incurable). Second, each inter-
viewer also identified the person who decided how
to disclose prognosis to the patient and participant
from the following categories: 1) patient, 2) family
member, 3) physician or nurse, or 4) no discussion.
Next, researchers extracted all statements from
the transcripts related to familial evaluations of
prognostic disclosure. Then, we carefully broke
down family evaluations into four categories from
1) satisfied, 2) made a compromise, 3) feelings of
doubt, and 4) feelings of regret. Finally, two coders
chosen from psychology students independently de-
termined the family evaluation of prognostic disclos-
ure for each participant. When their coding was



Prognostic disclosure from the family’s point of view

Table 1. Background of patients and the bereaved
families

n %
Total 60
Patients ’
Age (mean + SD) 69 + 11
Sex
Male 39 65.0
Female 21 35.0
Primary tumor sites
Lung 14 233
Colon 8 13.3
Stomach 5 8.3
Breast 4 6.9
Pancreas 3 5.0
Ovary 3 5.0
Others - 28 38.3
Bereaved families
Age (mean + SD) 59 + 11
Sex
Male 23 38.3
Female 37 61.7
Relationship to the decreased
Spouse 30 50.0
Child 19 31.7
Child-in-law 3 5.0
Sibling 4 6.7
Other 4 6.7
Mean intervals from patient death.
(mean + SD, month) 23+ 2

inconsistent, they discussed further and made a final
judgment.

RESULTS

Of the 105 family members initially recruited,
60 members participated in the survey (response
rate 57.1%). Table 1 summarizes the background in-
formation for the patients and participants.

Family-Reported Practices of Prognostic
Disclosure

The types of prognosis communication that patients
received were divided into the following character-
istics: well-defined, predicted survival periods
(25.0%, n = 15), communication of incurability with-
out well-defined, predicted survival periods (11.7%,
n=T), no disclosure about incurability (60.0%, n = 36),
and communication of curability (3.3%, n =2).
Meanwhile, the types of prognostic disclosures that
participants received were: well-defined, predicted
survival periods (75.0%, n = 45), communication of
incurability without well-defined, predicted survival

_periods (23.83%, n = 14), and no disclosure about in-
curability (1.7%, n = 1).

Individuals Who Decided on the Type

- of Prognostic Disclosure

The individuals who decided on the degree of prog-
nostic disclosure to patients broke down into the fol-
lowing groups: patient (8.3%, n = 5), family member
(88.3%, n = 28), physician or nurse (81.7%, n = 19),
and no one/no discussion (21.7%, n =13). In com-
parison, the person who decided the degree of prog-
nostic disclosure to family members broke down as
follows: family member (15.0%, n=29), physician
or nurse (80.0%, n = 48), and no one/no discussion
(5.0%, n = 3). Table 2 shows detailed results regard-
ing the decision makers. A large majority of family
members (19 out of 23) who decided on the degree
of disclosure by themselves chose not to disclose to
patients information related to prognosis and incur-
ability, whereas 15 of 19 cases in which the phys-
jcian or nurse decided the degree of disclosure
chose to disclose prognosis or incurability infor-
mation to patients.

Family Evaluations of the Type of Prognostic
Disclosure

In total, 28 participants (38.3%) told us that they felt
satisfied with the degree of prognostic disclosure,
4 participants (6.7%) revealed that they made a com-
promise related to disclosure, 13 participants (21.7%,)
said that they felt doubtful, and 6 participants
(10.0%) felt regret. In comparison, 20 participants
(83.3%) said that they felt satisfied with the degree
of prognostic disclosure for patients, 5 participants
(8.3%) said that they felt doubtful, and 5 participants
(8.3%) experienced regret. The concordance rate of
the determinations of the evaluations by the two co-
ders was 92.6%. Table 3 provides detailed results re-
garding the family evaluations of prognostic
disclosure. The percentage of family members who re-
ported that they were satisfied with the degree of dis-
closure to patients was 26.7% in the “prognostic
disclosure” group, and 44.4% in the “no disclosure”
group. The percentage of family members who repor-
ted that they either regretted or felt doubtful about
the degree of disclosure to patients was 26.6% in the
“prognostic disclosure” group, and 30.5% in the “no
disclosure” group.

DISCUSSION

In Japan, an important task for medical pro-
fessionals is to improve the support system for family
members regarding prognostic disclosure. Our study
is, to our knowledge, the first survey to investigate fa-
mily evaluations of prognostic disclosure to both
patients and family members, including an analysis
of who makes such decisions.
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Table 2. Decision maker for the type of prognostic disclosure

Prognostic Incurability Optimistic
disclosure disclosure No disclosure disclosure
(survival (only about (no prognostic (overly optimistic
periods) incurability) information) information)
n % n % n % n Y% n %
Disclosure for patient 60 15 7 36 . 2
Patient 5 8.3 3 20.0 0 0.0 2 5.6 0 0.0
Family member 23 38.3 2 18.3 0 0.0 19 52.8 2 100.0
Physician or nurse 19 317 8 53.3 7 100.0 4 111 0 0.0
No discussion 13 21.7 2 13.3 0 0.0 11 30.6 0 0.0
Disclosure for family members 60 45 14 1 0
Patient 0 0.0 0 0.0 0 0.0 0 0.0 0 -
Family member 9 15.0 9 20.0 0 0.0 0 0.0 0 -
Physician or nurse 48 80.0 29 644 - 19 135.7 0 0.0 0 -
No discussion 3 5.0 2 4.4 0 0.0 1 100.0 0 -
Table 3. Family evaluation on prognostic disclosure
Prognostic Incurability Optimistic
disclosure disclosure No disclosure disclosure
(survival (only about (no prognostie (overly optimistic
periods) incurability) information) information)
n % n % n % n % n %
Disclosure for patient 60 15 7 36 2
Feel satisfied 22 36.7 4 26.7 2 28.6 16 44.4 0 0.0
Make a compromise 3 5.0 0 0.0 0 0.0 3 8.3 0 0.0
Feel doubtful 12 20.0 2 13.3 2 28.6 7 194 1 50.0
Regret 6 10.0 2 13.3 1 14.3 3 8.3 0 0.0
No evaluation 17 28.3 7 46.7 2 28.6 7 19.4 1 50.0
Disclosure for family members 60 45 14 1 0
Feel satisfied 20 33.3 17 37.8 3 21.4 0 0.0 0 -
Make a compromise 0 0.0 0 0.0 0 0.0 0 0.0 0 -
Feel doubtful 5 8.3 3 6.7 2 14.3 0 0.0 0 —
Regret 5 8.3 2 4.4 3 21.4 0 0.0 0 -
No evaluation 30 50.0 23 51.1 6 42.9 1 1.7 0 -

10 70 UPIYSOL



Prognostic disclosure from the family’s point of view

Our survey evaluated prognostic disclosure practi-
ces in Japan for patients with cancer and their family
members. Whereas only 25% of patients were provided
predictions of survival periods, >70% of the family
members received prognostic disclosures. This agrees
with the notion that physicians are not expected to in-
form patients that they have a terminal illness in Ja-
pan and other Asian countries (Tang & Lee, 2004;
Gabbay et al., 2005; Yoshida et al., 2011). It can be
said that the main targets of prognostic disclosures
in Japan are still family members.

The most important finding is that only ~30%
of medical professionals assume responsibility for
the degree of prognostic disclosure to patients,
whereas >80% assume responsibility in case of dis-
closure to family members. Thirty-seven percent of
participants reported that they themselves decided
on what degree of prognosis communication was
appropriate. These data agree with the notion that
family members are sometimes given decision-
making authority and responsibility for the patient
in Asian countries (Jiang et al., 2007). It is also
notable that 18 of 22 participants who decided how
to disclose the prognosis to the patient chose not to
-disclose any information at all. Honest, timely, and
complete prognostic disclosure is a key determinant
of the overall satisfaction of patients (LeClaire
et al., 2005; Heyland et al., 2006), and in Japan,
~50% of patients preferred to receive information
about the expected length of survival (Fujimori
et al., 2007). The result of this study shows that fa-
mily members can often prevent patients themselves
from receiving adequate prognostic disclosure.
Therefore, further investigations should determine
precisely why family members either agree or dis-
agree with prognostic disclosures to patients, in order
to understand whether the decisions of family mem-
bers are reasonable, and to possibly support more
empathetic communication.

Another important finding from this study was
that >30% of family members regretted or felt doubt-
ful about the types of prognostic disclosure to
patients, whereas 38% of participants were satisfied
with the way prognoses were disclosed. It is notable.
" that there were some family members who were sat-
isfied with prognostic disclosure and some who re-
gretted it in every type of disclosure group.
Previous studies showed that prognosis discussions
enhance patients’ and family members’ satisfaction
with end-of-life care. (Heyland et al., 2009; Innes &
Payne, 2009) However, our results suggest that any
one type of disclosure is not necessarily always the
most acceptable choice for family members. There-
fore it would be important to clarify factors that cor-
relate with the differences in evaluation among
family members who made the same decision.

5

This study had several limitations. First, as the
number of participants was small and the response
rate was not very high (57.1%), the study subjects
might not be representative of the whole population.
Second; the study subjects were limited to the famil-
ies of patients who had been admitted to palliative
care units, and the findings might not be applicable
to families/patients in other settings. A future sur-
vey of families of patients who have not been admit-
ted to palliative care units represents an expected
next step in this research. Third, both practices and
evaluations were explored from the family members’
point of view. Further research including patients’
perceptions will be needed. Finally, this study depen-
ded upon retrospective evaluations obtained from be-
reaved family members, and recall bias could exist.
Confirmation of our findings will require prospective
observational studies.
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Abstract ;

Purpose The primary aim of this study was to clarify the
effect of sublingual scopolamine on the intensity of nausea.
Patients and methods This was an open uncontrolled study,
and the study participants were cancer patients consecutive-
ly admitted to a palliative care unit in Japan. When the
patients had nausea, they were administered a solution of
scopolamine at 0.15 mg sublingually. The intensities of
nausea were assessed using the 6-point Numerical Rating
Scale (NRS 0 = no nausea to 5 = worst nausea) before and
15, 30, and 60 min after administration. Primary endpoints
were (1) changes in the NRS of nausea and (2) percentage of
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patients who achieved a decrease in NRS of 1 or more
points 15 min after treatment.

Results Twenty-six patients were recruited for this study.
The median NRS significantly decreased from 3.0 (range,
1-5) to 1.5 (0-5) after 15 min, and 84 % (r=21) of the
patients achieved a decrease in NRS of 1 or more points
after 15 min. In addition, the median NRS significantly
decreased from 3.0 (before) to 0 (30 min) and 0 (60 min).
The percentage of patients who achieved a decrease in NRS
over 1 point was 96 % (r=25) in 30 min and 100 % (n=26)
in 60 min. Fifteen percent (n=4) showed drowsiness. No
other adverse effects were reported.

Conclusion Sublingually administered scopolamine may be
effective for managing nausea in terminally ill cancer pa-
tients. Randomized controlled trials are promising.

Keywords Scopolamine - Nausea - Sublingual - Cancer
patients - Numerical Rating Scale

Introduction

Nausea and vomiting are distressing experiences for patients
with advanced cancer. Approximately 60 % of patients with
advanced cancer report nausea and 30 % report vomiting
[1]. Its presence causes marked physical and psychosocial
distress for both patients and their families.

There are two main approaches to drug selection for nau-
sea. One is an etiology-based approach, where antiemetic
selection is based on the current understanding of the neuro-
pharmacology of the emetic pathway [2]. Previous studies
revealed that an etiology-based approach is effective in more
than 80 % of patients with nausea and vomiting [3, 4]. These
studies, however, did not assess the effectiveness of each
single antiemetic. The other is an empirical approach, using
a single antiemetic irrespective of the underlying cause of
nausea, and several studies have suggested that this approach
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