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Fig. 6. Effect of pretreatment with olanzapine on the morphine-
induced (A) inhibition of gastrointestinal transit and the effect of
olanzapine itself (B). Each column represents the mean + SEM
of six mice. Ink was administered orally 20 min after the injection
of morphine (0.7 mg/kg, subcutaneous injection) or saline, re-
spectively. Groups of mice were pretreated with olanzapine
(0.03-1 mg/kg, subcutaneous injection) at 30 min before the
administration of morphine. Gastrointestinal transit was evalu-
ated at 20 min after the oral administration of ink. Statistical
analyses were performed with one-way ANOVA followed by the
Bonferroni multiple comparisons test: Fizas) = 15.99, P <
0.0001 (A); Fyq20) = 5.778, P = 0.0020 (B). * P < 0.05, ™ P <
0.001 versus vehicle-saline.

inhibition of gastrointestinal transit. This may be attribut-
able to the high central transitivity of olanzapine.

Long-term treatment with olanzapine is most commonly
associated with increased weight gain, obesity, and diabetes
mellitus.”® Therefore, we evaluated the effect of chronic
treatment with olanzapine on blood glucose. As a result,
hyperglycemia was not observed during treatment with olan-
zapine at a dose at which it had an antiemetic effect (0.03
mg/kg). However, long-term treatment with olanzapine at a
dose of 1 mg/kg was associated with a slight but statistically
significant increase in blood glucose concentrations. These
findings support the idea that olanzapine may have a wide
margin of safety when used as an antiemetic.

With regard to sleep disturbance in severe pain, we con-
firmed that mice with sciatic nerve ligation showed a statis-
tically significant increase in wakefulness and a decrease in
non-REM sleep during the light phase. Under the current
conditions, treatment with olanzapine at doses at which the
pain threshold was restored improved the sleep disturbance

Anesthesiology 2012; 116:159-69
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Fig. 7. Blood glucose concentrations after chronic treatment
with olanzapine. Hyperglycemia was not observed in treat-
ment with olanzapine (0.03, 0.1, or 0.3 mg/kg subcutaneous
injection) for 7 days, whereas the glucose concentration was
significantly increased by subcutaneous injection of olanzap-
ine at 1 mg/kg. Values are expressed as a percentage of the
control. Each column represents the mean = SEM of four
mice. Statistical analyses were performed with one-way
ANOVA followed by the Bonferroni multiple comparisons
test. * P < 0.05 versus vehicle.

after sciatic nerve ligation. Histamine and serotonin are the
key neurotransmitters that regulate wakefulness, and their
receptors are the ultimate targets of many wakefulness- and
sleep-promoting drugs. In particular, histamine H; receptor
antagonist and serotonin 5-HT, , /- receptor antagonist are
known to shift one’s arousal state from hyperactivity to
sleep.?* Therefore, the improvement of sleep disturbance
during treatment with olanzapine may result from the

Paw withdrawal threshold

Sham Ligation

Vehicle 0.03 0.06

Olanzapine {mg/kg)
Fig. 8. Effect of olanzapine on thermal hyperalgesia induced
by nerve ligation in mice. Groups of mice were injected with
olanzapine (0.06 mg/kg, intraperitoneal administration) or ve-
hicle at 7 days after sciatic nerve ligation or sham operation.
Thermal hyperalgesia was measured 1 h after a single intra-
peritoneal administration of olanzapine or vehicle. Each col-
umn represents the mean = SEM of six to eight mice (number
of mice: sham-vehicle, n = 6; ligation-vehicle, ligation-olan-
zapine, n = 8). Statistical analyses were performed with
Student f test. ™ P = 0.0017 versus sham-vehicle. # P =
0.031 versus nerve ligation-vehicle.
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Fig. 9. Changes in sleep vigilance related to the hypnotic effects of olanzapine in a neuropathic pain-like state as determined
by electroencephalogram and electromyogram recordings. Sleep—wake states after the injection of vehicle (6% dimethyl
sulfoxide) or olanzapine at 7 days after sciatic nerve ligation. Vehicle or olanzapine (0.06 mg/kg, intraperitoneal administration)
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of five mice. Statistical analyses were performed with Student t test. ** P = 0.0067, ** P = 0.0009 versus sham-vehicle; ## P =

0.001, ### P = 0.0006 versus nerve ligation-vehicle.

agent’s antagonistic effects toward histamine H,; and sero-
tonin 5-HT, 4 5c.

Overall, the current results suggest that olanzapine may
be useful for the treatment of morphine-induced emesis, re-
ducing neuropathic pain, and improving pain-related sleep
disturbance. Against a background of increasing concern
about “polypharmacy,” olanzapine can be used as a single
adjunct agent and can be given in a state-dependent dose,
which should improve the quality of life for patients while
greatly reducing the side effects of opioids.

In conclusion, we propose that treatment with olanzapine
may lead to a new strategy for controlling emesis when pa-
tients are given opioid medications.

In addition, the current study provides evidence that
olanzapine may be a useful agent for improving the sleep
disturbance caused by neuropathic pain that is observed in
some patients with cancer.
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A Nationwide Survey of the Palliative Care and Difficulty
with Pharmacist’s Duties Provided by Pharmacists

Designated in Regional Cancer Centers in Japan
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Abstract: [OBJECTIVES] Although the cooperation of pharmacists is essential to improve the gquality and
availability of palliative care for cancer patients, there has been no survey on the provision of palliative care in Ja-
pan by pharmacists. Therefore, we investigated the role of pharmacists in providing palliative care at regional can-
cer centers. [METHODS] In November 2007, we performed a questionnaire-based survey in the pharmacy divisions
at all 288 regional cancer centers in Japan. Valid responses were received from 264 institutions. [RESULTS]
Pharmacists were involved in palliative care at 87% institutions. Further, 81% institutions considered that a phar-
macist was necessary in the palliative care team. 70% institutions could not provide the fixed time for performing
pharmacist’s duties, and did not have an understanding of the patients and families involved in palliative care. Fac-
tor analysis revealed 4 factors responsible for difficulties in a pharmacist’s duties. The factors that were found to
be significantly related to the clinical management skills and the collaboration of medical staff and pharmacist were
the presence of palliative care unit and working hours per week for the exclusive pharmacist. [DISCUSSION] To
achieve the role of pharmacists in palliative care, pharmacists need to further improve the participation of patients

and their families and to implement pharmacotherapy education to a sufficient extent in a palliative care medicine at
the level of doctors and nurses.

Key words: regional cancer centers, palliative care team, pharmacist, pharmacist’ s duties, nationwide survey
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Requests for cancer treatment and palliative care:
suggestions from 821 advanced cancer patients and
bereaved families

Kazue Komura”, Mitsunori Miyashita”, Yoshiyuki Kizawa®, Shohei Kawagoe®”,
Nobuya Akizuki”, Akemi Yamagishi®, Motohiro Matoba”, Satoshi Suzuki?,
Hiroya Kinoshita”, Yutaka Shirahige'®, Tatsuya Morita'” and Kenji Eguchi*?

1) Department of Clinical Thanatology and Geriatric Behavioral Science, Graduate School of Human Sciences, Osaka University,
2) Palliative Nursing, School of Medicine, Tohoku University, 3) Graduate School of Comprehensive Human Science, University
of Tsukuba, 4) Aozora Clinic, 5} Department of Psycho-Oncology, Chiba Cancer Center, 6) Department of Adult Nursing/Palliative
Care Nursing, School of Health Sciences and Nursing, Graduate School of Medicine, The University of Tokyo, 7) Department of
Palliative Medicine, Palliative Care Team, National Cancer Center Hospital, 8) Department of Surgery, Tsuruoka Municipal Shonai
Hospital, 9) Department of Palliative Medicine and Psycho-Oncology, National Cancer Center Hospital, East, 10) Shirahige Clinic,
11) Department of Palliative and Supportive Care, Seirei Mikatahara General Hospital, 12) Department of Internal Medicine and
Medical Oncology, Teikyo University School of Medicine

it is important to collect patients’ and their families’ opinions to provide good palliative care. This study aims to analyze
the contents of free description provided by the survey for cancer patients and bereaved families, which was performed
before the intervention of The Outreach Palliative Care Trial of Integrated Regional Model (OPTIM) study. Requests
for and good points of cancer treatment and palliative care were collected and classified. 1,493 advanced cancer
patients and 1,658 bereaved families in four areas received the questionnaire, and 271 patienis and 550 families filled
in the free description. Cancer patients and bereaved families had demands for improved communication with medical
staff, improved quality of pain relief, financial support of reatment, more educational activities on palliative care, and
improved cooperation within and outside hospitals.

Palliat Care Res 2011; 6(2); 237-245

Key words: palliative care, content analysis, free description

242 Requests for cancer treatment and palliative care
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Table 1 Characteristics of participants—Patients Table 2 Characteristics of participants—Bereaved families
n % n %
Sex Male 138 50.9 Sex Male 150 27.3
Female 133 491 Female 396 720
Age Mean age*S.D. 66.4 £ 115 Age 20~39 29 53
Primary Lung 70 25.8 40~59 215 38.1
tumnor site | Stomach, o5 9.2 60~79 281 511
esophagus 80 and over 21 3.8
Liver, biliary system, o5 9.0 Relationship Spouse 302 549
pancreas with patient Birth child 161 29.3
Colon, rectum 38 14.0 Others 84 15.3
Breast 55 20.3 Sex Male 346 62.9
Kidney, prostate, a3 {22 Female 198 36.0
bladder Age of patient | 20~39 4 0.7
Ovary, uterus 20 7.4 40~59 70 127
Others 5 18 60~79 341 62.0
PS 0 76 28.0 80 and over 135 245
1 121 44.6 Primary tumor | Lung 154 28.0
2 55 20.3 site of patient | Stomach,
3 9 33 esophagus 107 19.5
4 4 15 Liver, biliary system,
pancreasw 4 134 244
Colon, rectum 50 9.1
Breast 23 42
Kidney, prostate,
bladder 35 64
Ovary, uterus 16 2.9
Others 30 55
Place of patient' 'égr.{eral hospital 367 66.7
death pCcuU 143 26.0
Home 40 7.3

Requests for cancer treatment and palliative care 243
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Table 3 Requests for cancer treatment and palliative care

ltems Patients Families
n Y% n %
1. Medical care system 136 502 177 322
(1) To reduce financial burden. 28 10.3 44 80

(2) To improve hospital system (shortening of the waiting time of outpatient depariment,
mainienance of the nurse of outpatient department, cooperation with other depart- 22 8.1 26 47
ments, overtime treatment).

(3) To improve and strengthen the cooperation of hispitals in communities (life support

. . 17 8.3 24 44
during treatment, second opinion).

(4) To alleviate regional disparities in medicine. 15 55 22 40

(5) To disseminate and improve hospice and palliative care (dissemination of principle,
expanding the adaption of care, fulfilling hope of patients, cooperation with other 13 48 15 27

institutions).
{6) To increase cancer center, hospine and PCU. 11 4.1 12 22
(7} To alleviate the shortage of medical staff to improve their practices. 9 383 11 20
(8) To detect and treat cancer in the early stage. 8 30 10 1.8
{9) To improve access to hospitals. 7 26 10 1.8
{10) To prevent the transfer of medical staff. 6 22 3 05
2. Medical staff 82 30.3| 265 482
(1) To communicate with patients sufficiently. 22 8.1 88 16.0
(2) To explain physical condition, freatment and prognosis clearly for patients. 20 74 78 14.2
(3) To provide sufficient mental care for patients. 19 7.0 39 71
{4) To educate doctors and nurses to obtain suffieient knowledge and technique. 13 48 30 55
{5) To listen to the needs of patients immediately. 5 1.8 21 38
(6) To cooperate with medical staff in different departments. 3 1.1 g 16
3. Treatment 70 258 122 222
(1) To develop new treatment. 19 7.0 27 49

(2) To value the individual preferences of patinets in freatment (the choice of anticancer
treatment, internal remedy, therapeutic method, life-support treatment and alternative 14 52 24 44
medicine).

(3) To obtain more information about treatment, and the effects and side-effects of

- 4.4 18 33
medicine.

(4) To discuss and decide treatment in patient/family-centered circumstances. 3.3 13 24

(5) To receive treatment in dignity. 3.3 13 24

(7) To obtain information about anticancer treatment. 1.1 8 15
{8) To stay with patients who have no effective treatment. 0.4 6 1.1

2
9
9
(8) To decide treatment through discussion with medical staff. 3 1.1 13 2.4
3
1
5

4. Recognition and dissemination of palliative care in communities 35 129 30 &5
&) ggbg(r:wde sufficient information about hospice and palliative care for the general 29 107 18 33
(2) To counter negative publicity about hospice and palliative care. 6 22 12 22

5. Home care 31 114 39 7.1
(1) To expand the system of home care. 16 59 17 341
(2) To relieve concern with the current home care. 7 286 9 1.6
(3) To provide information about home care. 5 1.8 8 1.5
(4) | want to choose home care. 2 07 4 07
{5) To disseminate home care (home nursing, nursing leave) in communities. 1 0.4 1 0.2

6. Pain relief 29 107 105 191
(1) To relieve pain sufficiently. 26 96 88 16.0
(2) To remove the misunderstanding and negative images of drug. 3 1.1 16 27
(3) To receive cancer treatment and palliative care collaterally. 0 0.0 2 04

7. Family care 15 55 48 87
(1) To reduce physical, mental, social and financial burden of family. 15 55 37 6.7

(2) To educate doctors and nurses toconsider the hearts of family. 0.0 11 2.0

44| 48 87
18] 21 38
1.8/ 21 38
0.7 6 141

8. Place of treatment
{1) To spend last days in hospice or PCU.
(2) To ask for the patient’s hope of treatment place.
{3) To improve the medical environment of hospitals.

04 14 25
04 8 15
0.0 6 141

9. Notice of cancer
{1) To consider the hearts of patients 1o notice cancer.
{2) Cancer should not be noticed fo patients.

ek
O = =N NO

244 Requests for cancer treatment and palliative care
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Table 4 Good points of cancer treatment and pailiative care

Patients Families
ltems
n % n %
1. Medical staff 60 22.1| 466 847
(1) I trust and thank medical staff. 41 151 240 436
(2) Medical staff was in good manner and gave detailed explanation. 14 52| 186 338
(3) Medical staff provided sufficient care. 4 1.5 24 4.4
(4) Medical staff was in good cooperation each other. 1 0.4 7 1.3
(5) Medical staff provided individual care. 0 00 5 09
{6) Medical staff planned interesting events. 0 00 4 07
2. painrelief T 29 107| 87 158
(1) Sufficient pain relief was provided. 29 107 87 158

3. Family care 3.0 28 51
2.6 14 25
0.4 7 13
0.0 5 09
0.0 2 04
26 44 80
1.1 21 38
1.1 13 24
04 10 1.8
0.0 0 00
22 22 40
1.5 14 25
04 4 07
04 2 04
0.0 2 04
0.0 0 00
1.1 90 164
0.7 62 11.3
04 20 386
0.0 8 15

(1) I thank my family and acquaintances.

{2) Medical staff counted the condition and the burden of family.
(3) Hospital stay of family was good.

(4) Medical staff granted family’s voices.

4. Treatment
(1) Sufficient treatment was provoded.
(2) Treatment respecting the intention of patients was provoided.
{3} I could decide treatment with media information.
(4) The QOL of patients was maintained.
5. Medical care system

(1) Early detection of cancer and early treatment were provided.
(2) The staff in charge provided continuous and comfortable care.
(3) Financial burden was decreased by insurance.

(4) Individual support was provided in hospital.

(5) The local system of medicine was substantial.

6. Place of treatment
(1) 1 could have positive images of hospice and palliative care.
(2) The patient could stay in the preffered place (Home, PCU).
(3) Treatment environment was substantial.

O O O O 0 - N WO O —= = b M0 =+ W W N OO = ~N

7. Home care 04 20 38
(1) The system of home care was substantial. 0.4 20 386
8. Notice of cancer 0.0 6 1.1
(1) The notice of cancer was not provided preferably. 0.0 2 04
(2) Support to receive the notice of cancer was well provided. 0.0 3 05
(3) Preparation after death was well organized. 0.0 1 0.2

Requests for cancer treatment and palliative care 245
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Abstract

Background: This study explores the distribution of public awareness, knowledge of availability, and readiness
for palliative care services, and the perceived reliability of information resources as part of a nationwide pal-
liative care implementation intervention in Japan (Outreach Palliative Care Trial of Integrated Regional Model
[OPTIM]).

Methods: A cross-sectional anonymous questionnaire survey was conducted, and 3984 responses were used in
the final analysis.

Results: A total of 63.1% of respondents admitted having no knowledge about palliative care, while 0.5% of
respondents were using palliative care services. Respondents who knew about palliative care services, yet did
not know about their availability were 18.6% of all respondents. Respondents who had cancer-related experi-
ences were more likely to be aware of palliative care compared to the general population and availability of
palliative care services. Only awareness of palliative care was significantly associated with two typical images,
while cancer-related experiences were not.

Conclusion: Findings show that the public awareness of palliative care services and their availability is insuf-
ficient, and cancer-related experiences affect awareness of cancer palliative care but not directly related to typical
images for palliative care such as care for patients close to death.

Introduction Regional Model (OPTIM) study. The study includes creating
community-based specialized palliative care teams, devel-
oping educational materials, educating community medical
staff on palliative care, and campaigning to disseminate

knowledge relevant to specialized palliative care programs to

PALL!ATIVE cARE for patients with cancer in Japan has
rapidly progressed in the past decade, but many critical
issues still need to be resolved. To improve overall cancer care

(including palliative care) throughout Japan, the Cancer
Control Act was established in April 2007. To facilitate the
dissemination of palliative health services, the Ministry of
Health, Labour, and Welfare focuses on palliative care con-
cems, and has launched a multiple nationwide project for
community-based intervention trials in four areas in Japan, as
described via the Outreach Palliative Care Trial of Integrated

patients, families, and the general public.

The reason that this trial includes the campaign is that the
general public does not have adequate knowledge about
palliative care concepts.' For example, only 34% of the general
population knows about palliative care units in Japan,
whereas the rate of knowledge in the United Kingdom is
70%.>* Of note, although 32% of the Japanese general public
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