DELIRIUM AND LEAFLET-BASED INTERVENTION

Family members were asked to rate their level of agreement
with each of the 13 statements using a 5-point Likert-type
scale with scores raging from 1 (disagree) to 5 (strongly agree).

We also collected background data. In addition, to confirm
that the family had recognized delirium in the patient, we
asked respondents whether they thought that the patient had
delirium. We then excluded the responders of families who
reported that they did not recognize the patient had delirium.

Statistical analysis

We described data distribution and calculated the 95%
confidence intervals (Cls).

Resulis

Questionnaires were mailed to 235 bereaved family mem-
bers, and 16 were returned as undeliverable. Responses were
obtained from 169 bereaved family members (response rate
77%, 169/219). Of these, 22 were excluded because of missing
data and 34 families reported they did not recognize the pa-
tient had delirium. Thus, all further analyses were performed
on 113 responses. Table 2 summarizes the background of the
patients and bereaved family members.

The family-reported usefulness of the leaflet about delirium
was as follows: very useful, 33% (95% ClL: 25-42; n=37);
useful, 50% (40-59; n.=56); slightly useful, 15% (10~23; n=17);
and not useful, 2.7% (1-8; n=3). Date on family-reported ex-
periences of usefulness of the leaflet about delirium can be
seen in Table 1. With respect to the leaflet, more than 70% of
respondents reported that they strongly agreed or agreed
with: “helped me understand the dying process”; “helped me
identify what I could do for the patient”; “helped me under-
stand the symptoms and why changes occur”; “helped me
understand the patient’s physical condition”; and “was useful
in preparing for the patient’s death.”

Discussion

To our knowledge, the present study is the first multicenter
survey to investigate the family-perceived usefulness of a

TaBLE 2. BACKGROUND CHARACTERISTICS OF THE FAMILIES

N %

Pétients .

Mean age (SD, years) 74 (10)

Sex (male) 69 61
Bereaved families

Mean age (SD, years) 57 (12)

Sex (male) 31 27
Relationship to patient

Spouse ‘ 47 42

Child 41 36

Parent 6 54

Sibling 2 1.8

Other 15 7.2
Mean interval from 9.6 (3.5, 9.0)

patient’s death until
survey (SD, median, months)

Percentages do not add up to 100% because of missing data.
Total responses analyzed=113.
SD, standard deviation.
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leaflet specifically designed to help family members of ter-
minally ill cancer patients with delirium.

The important finding of this study is the family-reported
high levels of usefulness of the leaflet. Of the bereaved fami-
lies surveyed, 81% reported that they felt that the leaflet was
“very useful” or “useful.” The domains in which the leaflet
intervention was perceived as being particularly useful were:
“helped them understand the dying process”; “helped them
identify what they could do for the patient”; “helped them
understand the symptoms and why changes occur”; “helped
them understand the patient’s physical condition”; and “was
useful in preparing for the patient’s death.” Thus, the leaflet
could help the family members cope with this difficult situa-
tion by: (1) providing them with. accurate information about
delirium, especially the nature of the dying process and de-
livium, and why these changes occur; and (2) coaching them in
terms of what they could do for the patient. These findings are
consistent with previous studies that highlighted the necessity
of family support by providing the family with information
about the pathology of delirium and coaching families as to
what the families could and should do for patients.**™

The present study is preliminary and has major limitations.
First, due to the moderate response rate, the responses ob-
tained may not be representative of the entire population.
Second, retrospective reporting by bereaved families could
have caused recall bias. Third, some families reported that
they did not recognize the patient had delirium, despite the
primary treating physicians having confirmed the diagnosis.
Thus, some family members might have not been able to
understand and/or recognize delirium even-though they
were provided with both a leaflet and verbal explanation from
the physicians. Fourth, the assessment instrument underwent
no formal validation or reliability testing. Finally, because all
patients received specialized palliative care, adherence to re-
commended care practice was generally high, and this may be
responsible for the low sensitivity for intervention effects.
Thus, the findings of the present study may not necessarily be
applicable to other situations.

In conclusion, many family members of terminally il can-
cer patients reported that the leaflet about delirium was very
useful. This leaflet may help family members to cope with a
difficult situation by facilitating accurate understanding of the
situation and by helping these family members understand
what they can do for the patient. More comprehensive inter-
ventions should be developed and tested in the future.
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Abstract

Context. Both maintaining hope and preparing for the patient’s death are
important for families of terminally ill cancer patients.

Objectives. The primary aim of this study was to clarify the level of the family’s
achievement of maintaining hope and preparing for death and the professional’s
behavior related to their evaluations.

Methods. A cross-sectional, anonymous, nationwide survey was conducted
involving 663 bereaved families of cancer patients who had been admitted to 100
palliative care units throughout Japan.

Resnlts. A total of 454 family members returned the questionnaire (effective
respounse rate, 68%). Overall, 73% of families reported that they could both
maintain hope and prepare for the patient’s death. The independent .
determinants of the family’s agreement in reference to the professional’s behavior
are pacing the explanation with the family’s preparation; coordinating patient
and family discussions about priorities while the patient was in better condition;
willingness to discuss alternative medicine; maximizing efforts to maintain the
patient’s physical strength (e.g., meals, rehabilitation); discussing specific,
achievable goals; and not saying “I can no longer do anything for the patient.”

Conclusion. About 20% of family members reported that they could neither
“maintain hope nor prepare for death.” A recommended care strategy for
medical professionals could include 1) discussing achievable goals and preparing
for the future and pacing explanation with the family’s preparation, 2) willingness
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to discuss alternative medicine, 3) maximizing efforts to maintain the patient’s
physical strength, and 4) avoid saying they could do nothing further for the
patient. ] Pain Symptom Manage 2018;45:848—858. © 2013 U.S. Cancer Pain Relief

Committee. Published by Elsevier Inc. All rights reserved.
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Introduction

Maintaining a sense of hope is important in
the face of death not only for patients but also
for their family members.!™® Although hope
for a cure is often lost in the case of a terminal
illness, maintaining hope is a consistently
important attitude that contributes to a good
death.*® In an interview study with patients
with incurable cancer in home care, hope
was important for both a meaningful life and
a dignified death.® Other qualitative studies in-
dicate that hope enables patients to establish
a connection with others, including medical
staff, and with the future.”®

However, preparing for the patient’s death
also is important for family members because
the mental health of family members who are
unprepared for the death of their loved one
may suffer. In a study conducted in Canada,
90% of family members reported that it was
very important to complete critical and desired
tasks, resolve conflicts, and say their goodbyes
toward the end of the patient’s life.” In the
US., 23% of bereaved families who experi-
enced a patient death at home felt that the
death of their loved one was “extremely”
umexpected.m

Thus, these findings indicate that it is impor-
tant for family members to both maintain
hope and prepare for the patient’s death. In
the medical literature, Back'! suggests that
“hope for the best and prepare for the worst”
is one of the useful strategies for approaching
a patient with a lifelimiting illness. The com-
ponents of this strategy are to align patient
and physician hopes; encourage, but not im-
pose, the dual agenda of hoping and prepar-
ing; support the evaluation of hoping and
preparing; and respect hopes and fears as
well as respond to emotions. Hagerty et al.'?
reported the following actions to be hope-

giving behaviors: appearing to know all about
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the patient’s cancer, occasionally being humor-
ous, offering to answer all the patient’s ques-
tions, and saying that each day is possible
and that surviving through the patient’s desire .
to live would affect the outcome. Clayton
et al'® reported that controlling physical
symptoms, providing emotional support, pre-

'serving dignity, exploring realistic goals and

discussing day-to-day living are important to
maintain hope in terminally ill cancer patients
and their families. Furthermore, a comprehen-
sive literature review identified symptom con-
trol, interactions with medical health care
professionals, and the health care system as
contributing or threatening factors for
hope.l’?' In addition, a qualitative study sug-
gested that to prepare family members for
the patient’s death, health care providers
should develop a trusting relationship with
the family, provide reliable information, and
allow time for the family to process the infor-
mation and complete important tasks.'* Al-
though these suggestions seem very useful,
they come from anecdotal experience or small
studies.! To date, no quantitative studies have
investigated the details of how to show specific

caring behavior toward family members so that

they can maintain hope as well as prepare for
the patient’s death.

The primary aims of the present study were
to 1) clarify the levels of the family’s achieve-
ment of both maintaining hope and prepar-
ing for the patient’s death and 2) explore
the potential association between behaviors
of physicians and nurses and family evaluation

about achievement in maintaining hope and

preparing for death. The ultimate aim of
our study was to develop a care strategy for
the family members of terminally ill cancer pa-
tients that makes it possible for them to both
maintain hope and prepare for the patient’s
death. )
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Methods

This research was part of the Japan Hospice
and Palliative Care Evaluation Study, a cross-
sectional, anonymous and multicenter survey.
Of 153 certified palliative care units (PCUs)
of Hospice Palliative Care Japan, 95 PCUs
agreed to participate in the survey.

We mailed the questionnaire to the be-
reaved families from participating institutions
in June 2007 and again in August 2007 to the
nonresponding families. A sheet explaining
the aim and methods of this survey was in-
cluded along with the questionnaire, and re-
turn of the questionnaire was regarded as
consent to participate in the study. If the fam-
ilies did not want to participate in the survey,
they were requested to return the question-
naire by checking the “no participation” box
and the second questionnaire was not mailed.
Ethical and scientific validity was confirmed by
the institutional review board of each hospital.

Subjects

Primary palliative care physicians responsi-
ble for caring for the patients in PCUs identi-
fied potential participants based on the
following criteria: 1) bereaved adult family
members of adult cancer patients (one family
member was selected for each patient), 2) ca-
pable of replying to a selfreport question-
naire, 3) aware of the diagnosis of the
malignancy, and 4) no serious psychological
distress, as recognized by the primary pallia-
tive care physician. The last criterion, which
was adopted in the same way as in our previ-
ous surveys, was applied on the assumption
that primary palliative care physicians could
identify families who would suffer serious psy-
chological distress resulting from this survey
because these physicians were closely involved
in caring for the patient’s relatives in an inpa-
tient care setting (mean admission period,
43 days). The physicians of each participating
hospital completed a list of included and ex-
cluded families and sent it to the research
team after the deletion of confidential patient
information.

Definition of Hope

Hope has been traditionally defined as
a “multidimensional dynamic life force cha-
racterized by a confident yet uncertain
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expectation of achieving future good, which
to the hoping person is realistically possible
and personally signiﬁ(.\amt.”2 For this study,
hope was defined as “a process of anticipation
that involves the interaction of thinking, act
ing, feeling, and relating and is directed to-
ward a future fulfillment that is personally
meaningful.”*®

Questionnaire

A questionnaire (available from the authors
on request) was developed for this study based
on a systematic literature review and discus-
sions among the researchers.>*™1° Content val-
idity was assessed by the full agreement of the
authors. Face validity of the questionnaire was
confirmed by a pilot test with 20 bereaved fam-
ilies, and all agreed the questions were easy to
complete.

The primary endpoint of this study was the
level of family agreement with these measures:
1) whether they could both maintain hope and
prepare for the patient’s death, 2) whether
they could maintain hope, and 3) whether
they could prepare for the patient’s death.
We asked the family members the following
questions: “Did you both maintain hope and
prepare for the patient’s death?,” “Did you
maintain hope?,” and “Did you prepare for
the patient’s death?” Each response was rated
on a five-point scale from 1, strongly disagree,
to 5, strongly agree. In the questionnaire, hope
was expressed as simply “hope”(kibo in Japa-
nese) without specific description of the
definition.

The family members were then asked ques-
tions about 26 different behaviors of the physi-
cians and nurses (Table 3) who were potential
contributors to the primary endpoint. These
variables were evaluated by the degree of
agreement with the statement on a five-point
Likert-type scale from 1, strongly disagree, to
5, strongly agree (questions 1—14), or in
a yes/no format (questions 15—26). As back-
ground data, the family member reported
age, gender, and relationship with the patient
and interval between the patient’s death and
the study.

In addition, we asked the family members,
“What was hope for you during the time that
the patient was admitted to the palliative care
unit?” They were requested to select appropri-
ate responses from among eight choices: 1) a
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peaceful death, 2) (the patient) being well
cared for, 3) cure or spontaneous disease re-
mission, 4) improvement in the patient’s phys-
ical condition, 5) completing certain tasks or
achieving specific goals, 6) living peacefully
every day, 7) emphasizing the person’s worth
as an individual and finding meaning in their
own lives, and 8) healing relationships and
spending enough time with family and friends.
‘We chose these eight categories on the basis of
a literature review and discussion among the
researchers, w1th reference to Japanese unpub-
lished studies.>

Analyses

For comparison, the respondents were clas-
sified into two groups for the primary end-
point: 1) family members who rated their
agreement with maintaining a level of hope
and preparing for the patient’s death as
“strongly agree,” “agree,” and “slightly agree”
(agree group) and others (disagree group);
2) family members who rated their level of
agreement with maintaining hope as “strongly
agree,” “agree,” and “slightly agree” (agree
group) and others (disagree group); and 3)
family members who rated their level of agree-
ment with preparing for the patient’s death as
“strongly agree,” “agree,” and “slightly agree”
(agree group) and others (disagree group).
These cutoff points were determined on the
basis of actual data distributions, and other
classifications (such as a group of strongly
agree and agree vs. others) achieved essentially
the same results. Using these variables as
continuous variables, similar results were ob-
tained. Univariate analyses were performed
using the Mann-Whitney test, Student’s #test,
or the Chi-square test, where appropriate. Mul-
tiple logistic regression analysis was then per-
formed in a forward elimination fashion. All
potential predictors identified by univariate
analysis with at least marginal statistical signifi-
cance (P < 0.1) were used in the multiple
logistic regression analysis. We had decided
to use the cutoff point of 0.1 to capture the var-
iables with marginal statistical significance be-
cause of the exploratory nature of the
analyses. Moreover, we similarly explored the
potential associations between the compo-
nents of hope and the achievement of main-

taining hope and preparing for the patient’s
death. All analyses were performed using the
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Statistical Package for the Social Sciences, ver-
sion 11.0 (SPSS Inc., Chicago, IL).

Results

Of the 663 questionnaires sent out, 487 fam-
ily members responded (response rate, 73%).
Thirty-three family members who responded re-
fused to participate, and thus, we obtained 454
effective responses (effective response rate,
68%). Table 1 summarizes the backgrounds of
the patients and their bereaved families.

Level of the Family’s Agreement With Their
Achievement of Both Maintaining Hope and
Preparing for the Patient’s Death

In total, 73% of all family members
(n = 331) reported that they could both main-
tain hope and prepare for the patient’s death
(Table 2). The percentage of families who
could maintain hope was 58% (n = 268) and

Table 1

Backgrounds of Patients and Bereaved Families
Characteristics n %
Patients

Age, mean + SD (years) 70 + 12

Sex

Male 251 55
Female 198 44
Primary tumor sites .
Lung 115 25
Stomach - 46 10
Colon, rectum 55 12
Pancreas 39 8.6
Breast 24 5.3
Uterus, ovary 23 5.0
Others 28 5.1
Liver 20 4.4
Gallbladder, bile duct 18 4.0
Kidney, bladder 18 4.0
Esophagus 16 3.5
Prostate 16 3.5
Neck 15 3.3
Blood 5 1.0
Bone 5 1.0
Brain ) 9 2.0
Bereaved families

Age, mean = SD (years) 59 413

Sex
Male 154 34
Female 295 65

Relationship with the patient
Spouse 214 47
Child 153 34
Son-/daughterin-law 31 6.8
Siblings 26 57
Parents 8 1.8
Others 20 4.4

Some data do not add up to 100% because of missing values.
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Table 2
Primary Endpoints

Strongly Agree Agree Slightly Agree ~ Disagree  Strongly Disagree
Outcomes n (%)
Both prepared for the patient’s death 59 (13) 149 (33) 123 (27) 83 (18) 19 (4.2)

and have maintained hope

Prepared for the patient’s death 57 (13) 160 (35) 115 (25) 79 (17) 20 (4.4)
Maintained hope 33 (7.83) 111 (24) 124 (27) 107 (24) 32 (7.0)

the percentage of families who could prepare
for the patient’s death was 73% (n = 332).

Family-Reported Behaviors of Physicians and
Nugses

Table 3 shows the percentage of family mem-
bers who agreed with each statement. More
than 80% of respondents reported that physi-
cians and nurses respected the individual ideas
of the patients and family members that might
improve the patient’s physical condition, were
knowledgeable about the most advanced treat-
ments available, adapted the treatment goals
and methods to the circumstances, and dis-
cussed both specific and achievable goals
with the patient and the family members.

Less than 10% of respondents reported neg-
ative behaviors on the part of physicians and

nurses, such as saying “I can no longer do any-
thing for the patient,” suddenly telling family
members to prepare for the patient’s death
just before death rather than introducing the
issue at an earlier time, providing all informa-
tion although the patient or family members
did not request it, and giving only good news
and no bad news.

Family Members and the Components of Thetr
(“H(?peL’

In total, 59% of family member respondents
(n = 267) reported that they had hoped for
a peaceful death, 50% (n = 227) hoped for
the patient to be well cared for, 47%
(n = 215) hoped for healing of relationships
and spending enough time with family and
friends, 35% (n = 160) hoped for living

Table 3
Behavior of Physicians and Nurses

Items n (%)

Rcspecced the individual ideas given by the patients and famﬂy members to improve physical condition 387 (86)
Knowledgeable about the most advanced treatment 383 (85)
Flexibly adopted the treatment goals and methods to the circumstances 380 (84)
Discussed with the patient and family members specific and achievable goals 371 (81)
Discussed with the patient and family members about completing the desired tasks 357 (78)
Paced the explanation with the state of the family’s preparation 352 (78)
Allowed to satisfactorily receive anticancer treatments 385 (74)
Made maximum efforts to maintain patient’s physical strength, such as through meals and rehabilitation 317 (70)
Presented several options of medical treatment to choose from for the patient and family 302 (67)
Goordinated care plans for the patient to stay at home 287 (63)
Coordinated discussion with the patient and family about their priorities while the patient was in better condition 261 (58)
Willingly spoke about alternative medicine 241 (53)
Informed patient and family of defined predicted survival without ranges 202 (45)
Told that the estimated prognosis was based on average outcomes and would not necessarily apply to the patient 189 (42)
Provided predicted outcomes about daily life, not of survival time itself 163 (36)
Told “anticancer treatment might be possible if the patient’s condition improves” or “new anticancer treatment 79 (A7)

would be available in the future”

Told that “the patient’s condition will definitely not improve” 76 (17)
Told that medical treatments the patient had received were problematic 58 (138)
Told that some patients live long even without antitancer treatment 57 (18)
Explained the same points many times so as to convince the family 57 (13)
Indicated that they assumed the patient was going to die 54 (12)
Told the patient and family that their expectation was absolutely impossible to achieve 54 (12)
Said “I can no longer do anything for the patient” 43 (9)

Suddenly recommended that the family members prepare for the patient’s death 27 (6)

Provided information that the patient or family members did not request 27 (6)

Gave only good news and no bad news 19 (4)

Percentage indicates the response with “strongly agree,” “agree,

questions.
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” “slightly agree” on a five-point Likert-type scale and a “yes” for yes/no format
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peacefully every day, 19% (n = 88) emphasized
the person’s worth as an individual and find-
ing meaning in their own life, 13% (n = 57)
hoped for an improvement in the patient’s
physical condition, 9.5% (n = 43) hoped for
completing certain events or achieving specific
goals, and 1.3% (n = 6) hoped for cure or
spontaneous disease remission.

In multivariate models, families who hoped
for a peaceful death, the patient to be well
cared for, and healing of relationships and
spending enough time with family and friends
were significantly highly likely to achieve main-
taining hope and preparing for the patient’s
death (Table 4). The number of hope compo-
nents was significantly larger in the family
members who reported they could both main-
tain hope and prepare for the patient’s death
than those who did not (28 £+ 1.9 ws.
0.83 £ 1.6; P < 0.001).

Determinants of the Family’s Level of
Achievement of Maintaining Hope and
Preparing for the Patient’s Death Through the
Behavior of Professionals

Univariate analysis revealed the determi-
nants of the family’s level of achievement of
maintaining hope and preparing for the pa-
tient’s death (Table 5). Multiple logistic regres-
sion analysis showed that independent
determinants of a family’s agreement about
achieving a good level of maintaining hope
and preparing for the patient’s death were pac-
ing the explanation in accord with the state of
the family’s preparation, coordinating a pa-
" tientfamily discussion about their priorities
while the patient was still in better condition,
willingness to talk about the concerns of both
patients and family members about alternative
medicine, maximizing efforts to maintain the
patient’s physical strength including making
arrangements for meals and rehabilitation ses-

sions, holding discussions with the patientand -

family members about both specific and
achievable goals, and not saying that they
could no longer do anything for the patient
(Table 6).

Discussion
To our knowledge, this was the first quantita-
tive study to investigate family members’

achievement of both maintaining hope and
preparing for the patient’s death. The first im-
portant finding was that about 20% of family
members reported that they could neither
“maintain hope nor prepare for the patient’s
death.” This is consistent with previous studies
that suggested a considerable number of fam-
ily members felt hopelessness or unprepared-
ness. %1617 These findings suggest that about
20% of families of terminally ill cancer patients
experienced either hopelessness or unpre-
paredness, even if they received specialized
palliative or hospice care. Thus, more effort
may be needed to improve the professional
practices that support the achievement of the
family both maintaining hope and preparing
for the death.

The second and the most important finding
of this study was the identification of behav-
ioral factors by medical professionals related
to family members’ achievement of maintain-
ing hope and preparing for the death. The
relevant factors include 1) pacing the explana-
tion in accordance with the state of the family’s
preparation, 2) coordinating discussions so
that the patient and the family members could
discuss their priorities while the patient was in
better condition, 3) willingness to talk about
alternative medicine, 4) maximizing efforts to
maintain the patient’s physical strength, 5)
not saying “I can no longer do anything for
the patient,” and 6) discussing specific and
achievable goals.

Discussing Achievable Goals and Preparing
for the Future and Pacing the Explanation in
Accordance With the State of the Family’s
Preparation :
In this study, 78% of family members re
ported that health care providers paced the ex-
planation according to the state of the family’s
preparation. This perception was significantly
associated with the family’s achievement of
both maintaining hope and preparing for the
patient’s death. This finding is consistent with
previous studies,’® and these results confirm
that providing information with careful consid-
eration of the family’s preparation is an impor-
tant strategy in communicating bad news.
About 58% of family members in this study
reported that health care providers coordi-
nated the patient and family discussion about
priorities while the patient was in better
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Table 4 , :
Associations Between Components of Hope and Achievement of Both Maintaining Hope and Preparing for the Patient’s Death
Univariate Analyses Multivariate Analyses
Model 1 (B =0.33) Model 2 (B2 =0.32) Model 3 (B =0.28)
. Odds Ratio Odds Ratio Odds Ratio

Components of Hope Achieved, n (%) P (95% Cls) P (95% Cls) P (95% Cls) P
Peaceful death <0.001 6.8 (3.6—13) <0.001 7.4 (3.7-15) <0.001 Not included

Presence (n = 257) 239 (93) )

Absence (n = 176) 92 (53)
Well cared for <0.001 2.3 (1.1—4.7) 0.020 3.8 (2.0-7.1) <0.001

Presence (n = 218) 201 (92) ‘ .

Absence (n = 215) 130 (60)
Spending enough time with family and friends <0.001 3.1 (1.5-6.3) 0.001 Not included 4.7 (2.4-9.1) <0.001

Presence (n = 208) 197 (95)

Absence (n = 225) 187 (61)
Living peacefully everyday <0.001

Presence (n = 155) 140 (90)

Absence (n = 278) 191 (69)
Worth as an individual and meaning <0.001

Presence (n = 86) 81 (94)

Absence (n = 347) 250 (72) )
Improvement in physical condition - 0.11

Presence (n = 54) 46 (85)

Absence (n = 379) 285 ('75)
Achieving specific goals 0.24
- Presence (n = 438) 36 (84)

Absence (n = 390) 295 (76)
Cure 1.0

Presence (n = 5) 4 (80)

Absence (n = 428) 327 (176)

CI = confidence interval.
The sums of data do not add up to 100% because of missing values.
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Tubdle 5
Univariate Analysis
Both Prepared for the

Patient’s Death and Prepared for the Patient’s
Maintained Hope Death Maintained Hope
Agree Disagree Agree  Disagree Agree Disagree
Factors (n=331) (n=102) P (n=2332) (n=99) P (n=268) (n=139) P

Knowledgeable about the most 294 (89) 73 (71) <0.01 294 (89) 74 (75) <0.01 239 (89) 107 (77) <0.01
advanced treatment, n (%)

Allowed patients to satisfactorily 264 (80) 59 (58) <0.01 257 (77) 63 (64) <0.01 216 (81) 88 (63) <0.01
receive anticancer treatment, :

7 (%) .

Told that the medical weatments 39 (12) 19 (19) 0.09 37 (11) 18(18) 0.09 30 (11) 24 (17 0.09
the patient had received were
problematic, n (%)

Presented several options to 230 (70) 62 (62) 0.03 234 (70) 57 (58) <0.01 199 (74) 81 (58) <0.01
choose from for the patient
and family, » (%)

Respected the ideas of the 205 (89) 80 (78) <0.01 292 (88) 80 (80) <0.01 240 (80) 115 (83) 0.03
patients and family members :
to improve the patient’s
physical condition, n (%)

Willingly spoke about alternative 200 (60) 36 (35) <0.01 194 (58) 40 (40) <0.01 164 (61) 63 (45) <0.01
medicine, n (%) .

Made maximum efforts to 248 (75)  B7 (56) <0.01 245 (74) 59 (60) <0.01 212 (79) 78 (56) <0.01
maintain patient’s physical ) :
strength (e.g., meals,
rehabilitation), n (%)

Discussed with the patient and 276 (83) 69 (68) <0.01 279 (84) 66 (67) <0.01 237 (88) 96 (69) <0.01
family members about
completing all the desired
tasks, n (%)

Flexibly adopted the treatment 289 (87) 76 (75) <0.01 290 (87) 73 (74) <0.01 241 (90) - 108 (78) <0.01
goals and methods to the
circumstances, n (%)

Coordinated care plans for the 223 (67) 57 (56) <0.01 224 (67) 56 (57) 0.01 187 (70) 82 (59) <0.01
patient to stay at home as -
long as possible, = (%) )

Discussed specific and achievable 282 (85) 75 (74) <0.01 284 (86) 73 (74) <0.01 239 (89) 103 (74) <0.01
goals with the patient and
family members, n (%)

Told the patient and family that 35 (11) 16 (16) 0.16 35 (11) 15(15) 0.21 23 (8.6) 25 (18) <0.01
their expectations were
absolutely impossible to
achieve, n (%) :

Said, “I can no longer do anything 25 (7.5) 18 (18) <0.01 22 (6.6) 19(19) 0.01 13 (49) 27 (19) <0.01
for the patient,” n (%)

Indicated that they assumed the 32 (9.7) 20 (20) <0.01 28 (84) 23(23) <0.01 21(7.8) 27 (19) <0.01
patient was going to die, n (%)

Paced the explanation with 275 (83) 65 (63) <0.01 281 (85) 57 (58) <0.01 229 (85) 91 (65) <0.01
the state of the family’s :
preparation, 7 (%)

Explained the same points many 42 (12) 14 (14) 0.74 46 (14) 10 (10) 0.37 37 (14) 14 (10) 0.28
times so as to convince the
family, » (%)

Provided all information although 15 (6.5) 11 (11) 0.02 20 (6) 7(7) 0.66 11 (41) 14 (10) 0.02
the patient or family members .

did not request it, n (%) )

Gave only good news and no bad 15 (4.5) 3 (2.9) 0.48 13 (39) 4 (4) 095 11 (4.1) 5(3.6) 0.81
news, 7 (%) . .

Said that “the estimated prognosis 138 (42) 45 (44) 0.71 143 (43) 41 (41) 0.68 130 (49) 50 (36) 0.01
was based on average outcomes ’
and would not necessarily apply
to the patient,” n (%)

Said that “anticancer treatment 67 (20) 12 (12) 0.04 61 (18) 16 (16) 0.53 56(21) 18 (13) 0.04
might be possible if the
patient’s condition improves,”

7 (%)

(Continued)
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Table 5
Continued
Both Prepared for the
Patient’s Death and Prepared for the Patient’s
Maintained Hope Death Maintained Hope
Agree Disagree . Agree  Disagree Agree Disagree

Factors (n=2331) (n=102) P (n=332) (n=99) P (n=268) (n=139) P

Said that “some patients live long 47 (14) 9(88) 013 42(13) 12(12) 08 40 (15) 16(12) 0.35
even without anticancer
treatment,” n (%)

Informed patient and family of 150 (45) 6 (45) 0.9 148 (45) 49 (49)  0.47 122 (46) 9 (50) 043
definite predicted survival
without ranges and
uncertainties, n (%)

Explained predicted outcomes in 129 (39) 29 (28) 0.05 130 (39) 29 (29) 0.09 119 (44) 34 (24) <0.01
terms of daily life, not survival i
time itself, n (%) )

Clearly stated that “the patient’s 53 (16) 22 (22) 0.13 51 (18) 25 (25) 0.02 42 (16) 32 (23)  0.05
condition definitely does not .
seem to improve,” n (%)

Coordinated the discussion of the 219 (66) 6 (35) <0.01 220 (66) 35 (35) <0.01 184 (69) 6 (40) <0.01
patient and family about their
priorities while the patient was
in better condition, n (%)

Suddenly recommended that the 19 (5.7) 8 (7.8) 041 19 (6) 8 (8) 0.32 13 (49) 12 (8.6) 0.11
family prepare for the patient’s
death just before the patient’s
death, n (%)

condition. A previous study revealed that 90% medicine is ineffective against cancer.?® The

of the family members of seriously ill patients
reported that one of the most important ele-
ments related to qguahty end-oflife care is to
complete thmgs Also, a previous study sug-
gested that to explore achievable short-term
goals is important in end-oflife communica-
tion.'® These results support the idea of a rede-
fined future in terms sach as days and
achievable short-term goals as a way to improve
the sense of hope; this can be helpful for both
the patient and. family members to feel sup-
ported in end-of-life care.?

Willingness to Discuss Alternative Medicine

In the present study, about 58% of family
members reported that health care providers
willingly spoke about alternative medicine.
Alternative medicine is widely used according
to a European survey; about 35% of cancer
patients use some form of alternative medi-
cine Most patients use alternative medicine
improve physical and emotional well-
belng, but many do not disclose their use of
alternative medicine to their oncolog15ts A
nationwide survey in Japan showed that about
80% of oncologists believed that alternative

-110~

present study suggests that communication
about alternative medicine in and of itself,
not always focusing on the treatment effect,
might contribute to facilitating a sense of

- hope for some family members. That is, com-

municating about alternative medicine may
lead to exploring the family’s real concerns
and help families find methods other than-
alternative medicine for maintaining hope.

Maximizing Efforts to Maintain the Patient’s
Physical Strength

A relative being unable to take nourish-
ment orally is perceived by most family mem-
bers as a cause of emotional distress. In
a study in Japan, about 70% of family mem-
bers experienced a high level of emotional
distress about the patient’s lowered oral in-
take and felt a sense of helplessness and
guilt. 3 The role of rehabilitation in the care
of terminally ill patients is to improve the pa-
tient’s level of physical function and comfort,
which should be maintained as long as possi-
ble to improve their quality of hfe and reduce
the burden of their caregivers.?* This study
confirms that discussion with family members -
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Table 6

Multivariate Analysis

Both Prepared for the
Patient’s Death and
Maintained Hope”

Prepared for the Patient’s

Death® Maintained Hope®

Odds

Factors Ratio 95% CI P

Odds Ratio

95% CI P Odds Ratio 95% CI P

Paced the explanation with the
state of the family’s preparation
Coordinated the discussion of the 3.9
patient and family about their
priorities while the patient was
in a better condition
Willingness to talk about the 3.1
concerns of the patient and
family members as well as about
alternative medicine
Made maximum efforts to
maintain the patient’s physical
strength, such as meals and
rehabilitation
Discussed specific and achievable
goals with the patient and
family members
Said, “I can no longer do anything
for the patient”

2.1-7.0 <0.01

1.8-54 <0.01

2.6

2.6

2.2

0.5

1.3-53 <0.01

1.4—-48 <0.01 2.3 1.3—41 <001

1.3-3.6 <0.01

1.9 2.3-3.0 0.012

1.9 1.1-33 0.016

0.27-0.94 0.03 0.32 0.15—-0.68 <0.01

Values are expressed as adjusted odds ratios with Cls for only statistically significant items.

R = 0.26.
'R = 0.24.
R = 0.25.

about maintaining the patient’s physical
strength, especially in collaboration with
other medical staff members, such as dieti-
cians and physical therapists, is important
for maintaining hope.

Not Saying “I Can No Longer Do Anything for
the Patient”

Published guidelines strongly recommend
that physicians should not say that they have
nothing more to provide for patients and
that physicians should ensure there is always
something to be done, such as symptom palli-
ation and emotional support.u’25 The present
study reconfirmed that to maintain hope and
prepare for the patient’s death, health care
providers should ensure that they continue
to do their best for the patient through refo-
cusing goals, instead of saying that they can
do nothing more for the patient.

In addition, the finding that components
of hope, such as hope for a peaceful death,
that the patient be well cared for, and spend-
ing enough time with family, were signifi-
cantly associated with higher achievement of
maintaining hope and preparing for the pa-
tient’s death suggests that clinicians could

support the family by emphasizing symptom
alleviation, assuring that the patient is well
cared for, and confirming time for patients
and families.

This study had several limitations. First, be-
cause this study focused on family members’
experiences, the concordance between fami-
lies’ and patients’ evaluations was unexplored,
and thus, the findings from this study do not
necessarily correspond to the patients’ evalua-
tions. Second, the subjects of this study were
limited to the family members of patients
who received specialized palliative care; there-
fore, these findings might not be applicable to
family members in other settings. Third, there
may have been recall bias because of the retro-
spective design of the study. Fourth, to mea-
sure the levels of the family’s achievement of
maintaining hope and preparing for death,
we used three questions, each from validated
instruments. These three items might have
overlapped in concept, and the overlap may
have influenced the results. Fifth, there may
be potential selection bias as a result of the
physician-selected population.

In conclusion, about 20% of family mem-
bers reported that they could neither maintain
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hope nor prepare for the patient’s death. On
the basis of this study, we propose a care strat-

egy that medical professionals adopt for family

members of terminally ill cancer patients so
that they will both maintain hope and prepare
for the patient’s death; this strategy includes
the following behavior of the part of profes-
sionals: 1) discuss achievable goals and prepa-
rations for the future and pace explanations
with the family’s preparation, 2) be willing to
talk about alternative medicine, 3) expend
maximum effort to maintain the patient’s
physical strength, and 4) avoid saying that
nothing more can be done for the patient. Fur-
ther research should focus on a patient survey,
a non-Asian population, and effects of the in-
tervention developed from this study finding.
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Pain is the most frequent and distressing symptom in cancer patients. As part of a worldwide
effort to improve the quality of pain control, several clinical guidelines for the management of
cancer pain have been published and revised in the last decade. The Japanese Society of
Palliative Medicine first published a Japanese clinical guideline for the management of cancer
pain in 2000. Since then, many clinical studies concerning cancer pain management have been
conducted, new drugs have become available in Japan and the methodology of developing a
guideline has been refined. Therefore, we decided to develop a novel clinical guideline. This
review paper summarizes the recommendations and the rationales of this new clinical guideline
for the pharmacological management of cancer pain. In addition, a short summary of the clinical
guideline development process is provided. This new Japanese Society of Palliative Medicine
guideline highlights the importance of conducting well-designed studies to identify the best
practices in cancer pain management.

Key words: cancer pain — opioid analgesics — nonopioid analgesics — guideline

INTRODUCTION

Pain is the most distressing symptom in cancer patients, and it
affects 70—80% of patients with advanced disease (1).
Current evidence from countries including Japan suggests that

many cancer patients suffer from pain and do not receive ad-

equate pain relief (2—7). As part of a worldwide effort to
improve the quality of pain control, several clinical guidelines
for the management of cancer pain have been published and
revised in the last decade (8—13). As one of such efforts, the
Japanese Society of Palliative Medicine (JSPM) first pub-
lished a Japanese clinical guideline for the management of
cancer pain in 2000 (14). Although a formal systematic review

was conducted, recommendations of the JSPM guideline in

2000 were the same as the existing guidelines and the grading
system of recommendations was anecdotal. Since then, many

clinical studies concerning cancer pain management have been
conducted, and new drugs have become available in Japan. In
addition, the methodology of developing a guideline has been
refined (15,16). A novel clinical guideline to integrate new find-
ings using the validated methodology is warranted.

This review paper summarizes the recommendations and
the rationales for this new clinical guideline for the pharmaco-
logical management of cancer pain. In addition, a short summary
of the development process for this guideline is provided.

SHORT SUMMARY OF THE DEVELOPMENT
PROCESS

The objective of developing the guideline was to establish the
standard pharmacological management of cancer pain. The

© The Author 2013. Published by Oxford University Press. All rights reserved.
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target population includes all cancer patients who experience
pain, whereas the primary users of this guideline are all
medical personnel who care for cancer patients, including pal-
liative care physicians, oncologists, nurses and pharmacists.

TAsk FOrcE

The committee of JSPM nominated the task force members
from a pool of specialists with adequate clinical experience to
cover multidisciplinary areas, and the JSPM Board gave
the final approval. The task force comprised 56 physicians
(31 palliative care physicians, 15 anesthesiologists, 5 oncolo-
gists and 5 home care physicians), 25 pharmacists, 23 nurses,
1 epidemiologist and 7 other professionals (Appendix).

SYSTEMATIC LITERATURE REVIEW

First, the task force gathered clinical questions by adminis-
tering a questionnaire to all members of the task force. These
items were then restructured into 65 questions. Next, the task
force performed a systematic literature review of each clinic-
al question using the electronic search function in the
PubMed database; a manual search of all articles published
in the Journal of Pain and Symptom Management and
Palliative Medicine from January 2000 to July 2008, a
search of the PaPaS (Pain, Palliative and Supportive Care)
category of the Cochrane database and a review of reference
literature of relevant guidelines (8—13) and textbooks (17—
22). This review process included only studies that evaluated

drugs available in Japan. The abstracts of all identified litera~:

ture references were read, and the full text of all relevant
literature was reviewed.

DRAFTING RECOMMENDATIONS AND DELPHI METHODS

Each member in charge of a clinical question drafted the
recommendations and general background descriptions. The
Delphi method was then performed to examine the validity of

each statement. The Delphi method is a standardized method

Table 1. Recommendation table

Jpn J Clin Oncol 2013,;43(9) 897

used to reach consensus; we used the modified Delphi method
(23). All statements in the clinical guideline were separated
into > 150 meaningful units, and the task force members were
requested to rate the validity of all statements on a nine-point
Likert-type scale from one (inappropriate) to nine (appropri-
ate). After three Delphi rounds and an external review by 12
external reviewers (5 palliative care physicians, 2 radiation
oncologists, 1 anesthesiologist, 1 home care physician,
1 nurse, 1 pharmacist and 1 epidemiologist), the final version
was established.

EVIDENCE AND RECOMMENDATION LEVELS

The task force decided to use an original recommendation
table for this clinical guideline, following the concepts from
the Grading of Recommendations Assessment, Development
and Evaluation (GRADE) system to articulate the levels of
evidence and the strengths of each recommendation (Table 1)
(15). We decided to use ‘should’ for expressing recommenda-
tion strength 1 and ‘may’ for recommendation strength 2 in
this paper.

RECOMMENDATIONS

We created 65 recommendations: 24 for the general manage-
ment of cancer pain, 24 for the management of pain from spe-
cific etiologies, 15 for the management of opioid-induced
adverse effects and 2 for patient education. This guideline
also included chapters on general background descriptions,
flow charts to visualize the recommendations, a complete ref-
erence list followed by the search strategy and a summary of
other related international guidelines that have previously
been published.

Table 2 demonstrates all the recommendations listed in the
guideline, and Fig. 1 shows an overview and the main algo-
rithm for using those recommendations.

The key recommendations and their rationales are described
below.

Strength of recommendation
1 (strong)

2 (week)
treatment. In the statement, ‘may’ is used.

Level of evidence

A (high)

Recommended treatment is certainly of benefit to the patient, and the benefit exceeds the harm or burden. In the statement, ‘should’ is used.
Recommended treatment may be of benefit to the patient. Or the benefit competes with the harm or burden from the recommended

The evidence from the results of studies is established. The result will not change, even if further study is performed,

e.g. multiple high-quality randomized controlled trials with concordant results, or a meta-analysis of randomized controlled trials

B (low)

Although some studies support the result, evidence is not enough. Further study may change the result,

e.g. randomized, controlled trials with inconsistent results, low-quality randomized controlled trials, small number of randomized
controlled trials, non-randomized controlled trials or multiple observational trials with consistent results

C (very low) There is insufficient evidence for the result,

e.g. small number of observational trials, case reports and expert opinions
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Japanese guideline for cancer pain

Table 2. Recommendations in the guideline of the Japanese Society of Palliative Medicine

1. Management of cancer pain

1.1 Assessment

1.1.1 Comprehensive assessment of pain should be carried out.

1.2 Patients with mild pain

1.2.1 Acetaminophen should be administered to cancer patients with mild pain [1A].
1.2.2 Non-Steroidal Anti-Inflammatory Drugs (NSAIDs) should be administered to cancer patients with mild pain [1B].
1.2.3 The type of non-opioid analgesic should be chosen in accordance with the effectiveness and tolerability of an individual patient [1A].

1.2.4 Prostaglandin E1 analogs, proton pump inhibitors or H2 receptor blockers should be used for the prevention of peptic ulcer in patients who are treated
with an NSAID [1A].

1.3 Patients with moderate-to-severe pain or inadequately controlled pain despite treatment with nonopioid analgesics

1.3.1 Opioids should be administered to cancer patients with moderate-to-severe pain or inadequately controlled pain despite treatment with nonopioid
analgesics [1B].

1.3.2 The type of opioid should be chosen individually according to the patient’s condition [1B].

1.3.3 In cancer patients with stable and mild-to-moderate pain, cither sustained-release or immediate-release opioids may be used. In cancer patients with
severe or unstable pain, immediate-release opioids or parenteral opioids may be used [2B].

1.3.4 Patients should be carefully assessed and observed for nausea/vomiting during opioid therapy, and antiemetics should be readily available whenever
nausea/vomiting occurs [1C].

1.3.5 Patients should be carefully assessed and observed for constipation during opioid therapy; moreover, they should be provided with instructions
regarding adequate fluid intake, diet and laxatives for the prevention of constipation [1C].

13.6 Nonopioid analgesics may be continued when opioids are introduced in patients with inadequate pain control by nonopioid ana]gesiés [2B].

1.4 Patients with inadequately controlled pain despite initial opioid use

1.4.1 Non-opioid analgesics should be used concurrently with opioids in patients who experience continuous pain with regular opioid use [1A].
1.4.2 The dose of regular opioid should be increased in patients who experience continuous pain with regular opioid use [1B].

1.4.3 Type of opioid should be switched in patients with inadequately controlled pain under a certain type of opioids [1B].

1.4.4 Another type of opioid may be added in patients with inadequate pain control by a certain type of opioid [2C].

1.4.5 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].

1.4.6 Ketamine may be used in combination with opioids in patients with inadequately controlled pain after a sufficient increase in opioid dose [2B].

1.4.7 Corticosteroids may be used in combination with opioids only for particular pain etiologies, paying careful attention to the risk of adverse reactions in
patients who experience pain after a sufficient increase in opioid dose [2C].

1.5 Patients with breakthrough pain

1.5.1 The rescue dose of opioids should be used in patients with breakthrough pain [1B].
1.5.2 The rescue dose may be increased if adverse events are acceptable and the initial rescue dose provides inadequate analgesic effects [2C].

1.5.3 For patients with end-of-dose failure, the dose of regular opioids should be increased or interval of regular opioids should be shortened [1B].

2. Treatment of pain from specific etiology

2.1 Neuropathic cancer pain

2.1.1 Any of the adjuvant analgesics (anticonvulsants, antidepressants, antiarrhythmics, ketamines or corticosteroids) may be used in cancer patients with
neuropathic pain [2B].

2.1.2 Another type of adjuvant analgesics may be added in patients with inadequate control of neuropathic pain after increasing the dose of a certain
adjuvant analgesic sufficiently, in consuitation with an expert [2C].

2.2 Bone metastatic pain

2.2.1 Bisphosphonate may be used in patients with pain from bone metastasis, in consideration of expected prognosis [2B].

2.3 Epigastric pain due to pancreatic cancer

2.3.1 Celiac plexus block may be performed in patients with epigastric pain due to pancreas cancer [2A].

2.4 Pain in the thoracic area

2.4.1 Nerve block (such as epidural block, intercostals nerve block, nerve root block or intrathecal phenol block) may be performed in patients with pain in
the thoracic area [2C]. :

Continued
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2.5 Perineal pain
2.5.1 Saddle block or superior hypogastric plexus block may be performed in patients with perineal pain [2C].
2.6 Pain from malignant psoas syndrome
2.6.1 Muscle relaxants may be used in patients with malignant psoas syndrome [2C].
2.6.2 Nerve block (such as epidural block or nerve root block) may be performed in patients with malignant psoas syndrome [2C].
2.7 Pain from malignant bowel obstruction )
2.7.1 Octreotide or scopolamine butylbromide may be used in patients with pain from malignant bowel obstruction [2B].
2.7.2 Corticosteroids may be used in patients with pain from malignant bowel obstruction [2B].
3. Treatment of adverse events of opioids
3.1 Nausea/vomiting
3.1.1 Etiology of nausga/vomiﬁng should be assessed, and any reversible etiology should be treated.

3.1.2 Anti-emetics should be used in patients developing nausea/vomiting on opioids. Type of anti-emetics should be chosen from anti-dopaminegics,
prokinetics, or antihistaminics [1C].

3.1.3 Type of opioids should be switched to another in patients developing nausea/vomiting on a certain opioid [1B].
3.1.4 Administration route may be changed to intravenous or subcutaneous infusion in patients developing nausea/vomiting on oral opioids [2C].
3.2 Constipation
3.2.1 Etiology of constipation should be assessed, and any reversible etiology, especially fecal impaction or bowel obstruction, should be treated.
3.2.2 Laxatives should be used in patients developing constipation on opioids [1B].
3.2.3 Type of opioids should be switched to fentanyl in patients on morphine or oxycodone with refractory constipation after laxatives [1B].
3.3 Drowsiness
3.3.1 Etiology of drowsiness should be assessed, and any reversible etiology should be treated. The possibility of opioid overdose should also be assessed.
3.3.2 Psycho-stimulants may be used in patients developing drowsiness on opioids, in consultation with an expert [2C].
3.3.3 Type of opioids should be switched to another in patients with drowsiness on a certain opioid [1B].
3.3.4 Administration route may be changed to intravenous or subcutaneous infusion in patients developing drowsiness on oral opioids [2C].
3.4 Delirium
3.4.1 Etiology of delirium should be assessed, and any reversible etiology should be treated.
3.4.2 Anti-psychotics may be used in patients developing delirium on opioids [2B].
3.4.3 Type of opioids should be switched to another in patients with delirium on a certain opioid [1B].
3.4.4 Administration route may be changed to intravenous or subcutaneous infusion in patients developing delirium on oral opioids [2C].
4. Patient education in cancer pain management

4.1.1 Patients should be given education about cancer pain management [1A].

JSPM, Japanese Society of Palliative Medicine

ASSESSMENT OF CANCER PAIN emergency and identify its etiology (e.g. neuropathic pain,
bone pain and perineal pain). This assessment includes
history, physical examinations and imaging studies, and it
must lead to a therapeutic approach.

(i) A comprehensive assessment of the pain should be per-
formed. A comprehensive assessment includes an
assessment of the etiology of the pain and that of the
pain itself.

The influence of the pain on daily life; the pattern, intensity, PATIENTS WITH MILD PAIN
location and quality of pain; and the exacerbating/relieving
factors should be evaluated. In addition, the response to

current treatment and the effectiveness of a rescue dose should
be evaluated. A randomized controlled trial of patients with advanced

For assessing the etiology of cancer-related pain, it is  cancer demonstrated that acetaminophen decreased pain inten-
important to evaluate whether it is directly related to the  sity to a significantly greater extent than placebo (24).
cancer itself and/or to its treatment. In addition, it is important =~ A Cochrane review also concluded that acetaminophen is
to evaluate whether the pain is a sign of an oncological =~ more effective than placebo in improving cancer pain (25).

(i) Acetaminophen should be administered to cancer
patients with mild pain. [1A]
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Figure 1. Overview of recommendations.

Because the available evidence shows that acetaminophen
decreases pain in cancer patients who are not prescribed any
analgesics, the panel has agreed that acetaminophen should be
administered to cancer patients with mild pain.

(i) Non-steroidal anti-inflammatory drugs should be admi-
nistered to cancer patients with mild pain. [1B]

Several small, randomized controlled trials demonstrated
that non-steroidal anti-inflammatory drugs (NSAIDs)

1 Breakthrough pain (8TP) |

l

® Rescue dose
@ Treatment according to the type of BTP
* Predictable BTP
- Avoiding stimulation that elicits pain
- Prophylactic use of rescue dose before stimulation
* End-of-dose failure
- Increase dose of regular opioid analgesics
- Shorten the intervals between doses

decreased pain intensity in cancer patients to a significantly
greater extent than placebo (26—28). A recent systematic
review, including seven randomized controlled trials, con-
cluded that NSAIDs are more effective than placebo in
improving cancer pain (25).

Because the available evidence demonstrates that NSAIDs
decrease pain in cancer patients who are not prescribed any
analgesics, the panel has agreed that NSAIDs should be admi-
nistered to cancer patients with mild pain.
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(iii) The nonopioid analgesic type should be chosen in
accordance with the effectiveness and tolerability of an
individual patient. [LA]

Several small studies comparing different nonopioid
analgesics demonstrated no significant difference in the effect-
iveness in treating cancer pain and the incidence of adverse
events (29—32). A systematic review concluded that there is
no evidence of the superiority of certain nonopioid analgesics
over others (25). '

Because the available evidence shows no superiority of
certain nonopioid analgesics over others in terms of either effi-
cacy or adverse event profile, the panel has agreed that the
type of nonopioid analgesic should be chosen in accordance
with the effectiveness and tolerability of an individual patient
(e.g. renal function, risk of peptic ulcer, and bleeding
tendency).

(iv) Prostaglandin E1 analogs, proton pump inhibitors, or H2
receptor blockers should be used for the prevention of
peptic ulcer in patients who are treated with an NSAID.
[1A]

According to the Evidence-Based Guideline for Gastric
Ulcer in Japan (33), the efficacy of prostaglandin E1 analogs,
proton pump inhibitors and high-dose H2 receptor blockers
for the prophylaxis of NSAID-induced peptic ulcer has been
demonstrated in several randomized controlled trials and
systematic reviews.

Therefore, prostaglandin E1 analogs, proton pump inhibi-
tors, or H2 receptor blockers should be used for the prevention
of peptic ulcer in patients who are treated with an NSAID.

PATIENTS WITH MODERATE-TO-SEVERE PAIN OR INADEQUATELY
CONTROLLED PAIN DESPITE TREATMENT WITH NONOPIOID
ANALGESICS '

(i) Opioids should be administered to cancer patients with
moderate-to-severe pain or inadequately controlled pain
despite treatment with nonopioid analgesics. [1B]

For patients with moderate-to-severe pain or inadequate
pain control with a nonopioid analgesic, the World Health
Organization (WHO) guideline recommends the use of Step 2
opioids first, and switching to Step 3 opioids (3-step strategy)
afterward. Several observational studies have revealed the effi-
cacy of this WHO analgesic ladder (34,35). Therefore, using
the three-step strategy is likely to be safe and effective.

On the other hand, two randomized controlled trials demon-
strated that using a Step 3 opioid first (two-step strategy) is
significantly more effective than using the three-step strategy,
in improving cancer pain (36,37). However, some adverse
events such as nausea or constipation tended to be more fre-
quent in the two-step strategy group in these studies.

Available evidence suggests that the three-step strategy
is effective without troublesome adverse events, and the
two-step strategy is more effective than the three-step strategy,
but with more adverse events. Therefore, opioids should

Jpn J Clin Oncol 2013;43(9) - 901

be administered to cancer patients with moderate-to-severe
pain or inadequately controlled pain despite treatment with
nonopioid analgesics, using both the three-step and two-step
strategies.

(ii) The type of opioid should be chosen individually
according to the patient’s condition (i.e. availability of
administration route, medical complications, coexisting
symptoms and pain intensity). [1B]

A Cochrane review including 54 randomized controlled
trials concluded that morphine is effective in improving
cancer pain (38).

The efficacy of using oxycodone was evaluated in an obser-
vational trial including 390 cancer patients with moderate-
to-severe pain (39). In this trial, the intensity of pain was
significantly decreased after the administration of oxycodone,
and there were no serious adverse events. A systematic review
of four studies comparing oxycodone and morphine con-
cluded that oxycodone is as effective as morphine in improv-
ing cancer pain (40). Also, a recent, small, randomized,
controlled trial comparing the effectiveness of sustained-
release oxycodone with that of sustained-release morphine
in improving cancer pain demonstrated that these two pre-
parations exerted an approximately equivalent analgesic
effect (41).

Four randomized controlled trials comparing the efficacy of
morphine with that of transdermal or intravenous fentanyl
demonstrated no significant difference in analgesic effect
between the groups (42—45). Two of these four studies
demonstrated that the incidence of constipation was signifi-
cantly lower in the fentanyl group than in the morphine group.
Among the empirical studies using transdermal fentanyl as the
initial opioid, two observational studies demonstrated that the
intensity of pain decreased in a majority of patients, without
the presence of serious adverse events (46,47). A randomized
controlled trial comparing the efficacy of transdermal fentanyl
with that of sustained-release morphine as the initial opioid in
patients with mild-to-moderate pain demonstrated no signifi-
cant difference in analgesic effect between the groups in the
transdermal fentanyl group (48).

Available evidence showed no significant differences
between morphine, oxycodone and fentanyl, regarding the
efficacy. Therefore, the type of opioids should be chosen indi-
vidually according to the patient’s condition.

The administration route chosen should be the one most
convenient and preferable to the patient. In general, the oral
route is preferred. In case of difficulty in using the oral route,
continuous parenteral infusion or transdermal or rectal routes
can be chosen according to patient’s preference.

Regarding complications, morphine is best avoided in
patients with renal insufficiency because accumulation of
active metabolites can lead to adverse events (49). Regarding
coexisting symptoms, fentanyl causes constipation less fre-
quently than other opioids (44,45,48); therefore, fentanyl is
preferable in patients with severe constipation or those who
need to avoid a decrease in bowel movements. Morphine has
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been demonstrated to be effective in alleviating dyspnea in
cancer patients (50); therefore, morphine is preferable in
patients with dyspnea.

Regarding pain intensity, adjusting the dose of transdermal
fentanyl within short time intervals is difficult because of its
long half-life. Therefore, transdermal fentanyl should not be
used as the initial opioid in patients with severe or unstable
pain.

(iii) In cancer patients with stable and mild-to-moderate
pain, either sustained-release or immediate-release
opioids may be used. In cancer patients with severe or
unstable pain, immediate-release opioids or parenteral
opioids may be used. [2B]

A Cochrane review analyzed 15 randomized controlled
trials that compared the efficacy of immediate-release and
sustained-release morphine, and concluded that these two for-
mulations are equivalent in terms of analgesic effect and inci-
dence of adverse events, when used as around-the-clock
opioids (38). The same result has been demonstrated in a
double-blind, randomized controlled trial comparing
immediate- and sustained-release oxycodone (51).

Although available evidence suggests that either immediate-
release or sustained-release opioids can be used as around-
the-clock opioids, patients with severe or unstable pain were
excluded from these studies. The panel has agreed that either
immediate-release or sustained-release opioids may be used as
around-the-clock opioids in patients with mild-to-moderate
stable pain, and a rapid titration with immediate-release opioids
or parenteral opioids is desirable in patients with severe or
unstable pain.

(iv) Patients should be carefully assessed and observed for
nausea/vomiting during opioid therapy and antiemetics
should be readily available whenever nausea/vomiting
occurs. [1C]

Because there are, to date, no clinical trials evaluating the
efficacy of prophylactic antiemetics against opioid-induced

nausea/vomiting, current evidence of prophylactic antiemetic

use remains insufficient.

On the basis of panel consensus, this guideline recommends
that patients should be observed carefully for the development
of nausea/vomiting during opioid therapy, and that antie-
metics should be prescribed as required when nausea/vomiting
occurs. Once opioid-induced nausea/vomiting develops, antie-
metics should be continued for 1 to 2 weeks because tolerance
to opioid-induced nausea/vomiting may develop within 1 to 2
weeks after initiating opioid therapy.

The type of antiemetic can be chosen from dopamine
antagonists (e.g. haloperidol, prochlorperazine), gastrointes-
tinal prokinetic agents (e.g. metoclopramide) or antihistamine
drugs.

(v) Patients should be carefully assessed and observed for
constipation during opioid therapy; moreover, they
should be provided with instructions regarding adequate

fluid intake, diet and laxatives for the prevention of
constipation. [1C]

To date, there have been no clinical trials evaluating the
efficacy of prophylactic laxative use for opioid-induced con-
stipation. Despite insufficient evidence, on the basis of the
panel consensus, this guideline recommends that patients
should be carefully assessed and observed for constipation
during opioid therapy, and that they should be provided with
instructions regarding adequate fluid intake, diet, and laxatives
as preventive measures against constipation, considering its
high prevalence with chronic opioid therapy.

(vi) Nonopioid analgesics may be continued when opioids
are introduced in patients with inadequate pain control
by nonopioid analgesics. [2B]

A double-blind, randomized controlled trial demonstrated
that the addition of ibuprofen to oxycodone/acetaminophen
therapy provided significantly better analgesic effects com-
pared with placebo in cancer patients with pain from bone
metastasis (52). In addition, another small, double-blind,
crossover, randomized controlled trial demonstrated that the
addition of a diclofenac suppository to regular parenteral mor-
phine therapy provided significantly better analgesic effects
than placebo in cancer patients (53). Furthermore, another
open-label, randomized controlled trial demonstrated that the
addition of oral ketorolac to regular morphine therapy showed
an insignificant but better analgesic effect compared with
morphine only (54). In this trial, dose escalation of morphine
was significantly slower, whereas the maximum morphine
dose was significantly lower in the ketorolac group. Ketorolac
use tended to decrease opioid-related constipation but
increased gastric discomfort. Another small, randomized con-
trolled trial demonstrated that compared with the addition of
placebo, the addition of acetaminophen showed a small but
significantly better analgesic effect in cancer patients adminis-
tered opioids (55). '

Available evidence suggests that the use of a nonopioid an-
algesic combined with an opioid is more effective than using
an opioid alone, despite the possibility of increasing incidence
of gastric discomfort. We have therefore concluded that in
patients with inadequately controlled pain despite treatment
with nonopioid analgesics, nonopioid analgesics may be con-
tinued when opioids are introduced.

PATIENTS WiTH INADEQUATELY CONTROLLED PAIN DESPITE
Inrr1aL Opiom Use

(1) Nonopioid analgesics should be used concurrently with
opioids in patients who experience continuous pain with
regular opioid use. [1A] '

As previously mentioned, four randomized controlled trials
comparing the combined use of nonopioid analgesics and
opioids with the use of opioids alone demonstrated the super-
iority of the combination in producing an analgesic effect
(52-55).
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