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Abstract: Purpose: To estimate differences in pain control between patients with cancer and with or without demen-
tia during terminal cancer stages 3 months or 1 month before cancer death. Patients and methods: We conducted 
frequency matching cohort for age, sex, and year of death for both groups at a 1:4 ratio. The prescription prevalence, 
total cumulative dose, and average daily dose of opioids during the terminal cancer stages 3 months and 1 month 
before cancer death were estimated. Results: Patients with cancer and dementia were prescribed lower amounts 
of opioids 3 months before death (57.5% vs. 73.9%, respectively; adjusted odds ratio [OR] 0.46; 95% confidence 
interval [CI] 0.44-0.49) and 1 month before death (54.4% vs. 70.3%, respectively; adjusted OR 0.50; 95% CI 0.47-
0.53). The total cumulative dose of opioids (mg) was lower in patients with cancer and dementia 3 and 1 month(s) 
before death (3 months: 1,578 mg vs. 2,666 mg, respectively; β=-1,125.9, P<0.001; 1 month: 921 mg vs. 1,533 
mg, respectively; β=-622.1, P<0.001). The average daily opioid dose (mg/day), patients with cancer and dementia 
received a lower dose 3 months before death (31 mg vs. 48 mg; β=-22.6, P<0.001) and 1 month before death 
(38 mg vs. 60 mg; β=-17.1, P<0.001). Conclusion: The prevalence of opioid prescription was significantly lower in 
patients with both cancer and dementia during their terminal cancer stages 3 months and 1 month before death.
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Introduction

Pain is often unrecognized and underestimated 
in older individuals [1], especially in patients 
diagnosed as having dementia or cognitive 
impairment [2]. Research has shown that older 
adults with dementia appear to receive less 
pain control than do older adults with normal 
cognitive ability, despite having diseases of 
similar severity [3-5]. This discrepancy may be 
attributed to the inability of older patients with 
dementia or early-onset dementia to accurately 
describe their pain [6]. Opioids are widely used 
for treatment of cancer-related pain because of 
their safety [7]. Although neuropathic pain is 

difficult to treat, a favorable response to opioid-
based analgesia is often possible [8]. However, 
cancer pain assessment is a complex under-
taking, especially in patients with dementia [9].

The prevalence of pain and pain management 
in patients with dementia has only recently 
been explored, although the prevalence of pain 
among this patient group is high (12%-76%) [10, 
11]. Dementia is associated with a reduced 
quality of life [12], impaired physical function, 
sleep disturbance, and a risk of falls; further-
more, dementia may be linked to both neuro-
psychiatric symptoms and functional impair-
ment. Opioid administration may be problemat-
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ic in patients with dementia because of the 
consequent sedative side effects and their 
association with a reduction in cognitive func-
tioning [6]. This has raised concerns among cli-
nicians, who are consequently often reluctant 
to prescribe opioids for pain control [13]. 
However, pain is associated with and reduces 
quality of life as well as patient comfort, and 
this is a serious concern that should be 
addressed [14]. Additionally, pain treatment 
can improve behavioral symptoms in patients 
with dementia [15, 16]. Pain is experienced by 
most patients with cancer, and opioids are the 
mainstay treatment for cancer pain and may 
provide effective pain relief for most patients.

Pain assessment and treatment is likely lower 
in people with dementia in general and not lim-
ited to those with cancer; however, the preva-
lence of pain is generally high in patients with 
cancer. Until now, few studies have investigat-
ed the extent and differences of pain control 
during terminal cancer stages between patients 
with cancer who have and do not have demen-
tia. By employing a vast amount of data from 
Taiwan’s National Health Insurance Research 
Database (NHIRD), this study investigated suf-
ficient and insufficient pain control during the 
terminal cancer stages of 3 months and 1 
month prior to death between patients with 
cancer who have and do not have dementia.

Patients and methods

Data source

This retrospective cohort study used data 
derived from reimbursement claims in the 
Longitudinal Health Insurance Database for 
Catastrophic Illness Patients (LHID-CIP) from 
January 1, 2000, to December 31, 2012. The 
LHID-CIP is a part of the NHIRD that contains 
the comprehensive medical data of patients 
with cancer for clinical visits, including prescrip-
tion details and diagnostic codes based on the 
International Classification of Diseases, Ninth 
Revision, Clinical Modification (ICD-9-CM). The 
National Health Insurance (NHI) program is 
Taiwan’s universal health insurance system, 
which covers more than 99% of Taiwan’s popu-
lation of 24 million [17-26]. The NHIRD data-
base contains information on the demograph-
ics of the insured population, diagnostic codes, 
care, and medications for inpatients and outpa-
tients [17-26]. The National Health Research 

Institute (NHRI) manages the NHIRD and uses 
random identification numbers to ensure 
patient privacy. Data was anonymized through-
out the study, and the requirement for written 
informed consent was waived [17-26]. The 
study was approved by the Institutional Review 
Board of Tzu Chi Medical Center (reference 
number: IRB103-51-C).

Study population

By using LHID-CIP files, we identified 549,827 
patients with the 6 most common types of can-
cer in Taiwan, namely colorectal (ICD-9-CM 
codes 153 & 154), liver (ICD-9-CM code 155), 
lung (ICD-9-CM code 162), breast (ICD-9-CM 
code 174), oral (ICD-9-CM codes 140-141, 
143-146, and 148-149), and prostate cancer 
(ICD-9-CM code 185). We excluded a total of 
349,571 patients on the basis of the following 
criteria: (1) diagnosis of more than one cancer 
(N=37,230), (2) age <20 years (N=462), (3) still 
living (N=271,414), (4) traffic accident before 
death (N=6,463), (5) not an inpatient within 1 
month of death (N=34,002), and (6) schizo-
phrenia (N=1,417).

Of the remaining 200,256 patients, a total  
of 8,471 (4.26%) were had both cancer  
and dementia (cancer-dementia group) and 
190,368 (95.74%) had cancer but no dementia 
(cancer-nondementia group). We used the fol-
lowing diagnostic criteria for dementia: (1) hav-
ing a Catastrophic Illness Card for dementia, (2) 
diagnosed as having dementia by a psychiatrist 
or neurologist during a previous hospitalization, 
and (3) diagnosed as having dementia at least 
twice within in 1 year in outpatient services by 
a psychiatrist or neurologist. People who met 
all the aforementioned diagnostic criteria were 
considered to have dementia. People who met 
all the aforementioned diagnostic criteria were 
considered to have dementia. In the aforemen-
tioned definition of dementia, our enrolled can-
cer-dementia patients all have received neuro-
logical evaluation by a psychiatrist or neurolo-
gist and judged as moderate-severe stage 
dementia based on the Global Deterioration 
Scale [27] by a psychiatrist or neurologist, be- 
cause the Catastrophic Illness Card in Taiwan 
for dementia was only granted for moderate to 
severe dementia patients with stage 5 demen-
tia symptoms at least [27]. There are no 
patients with dementia at early phase only 
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affect memory but not cognition in our study. To 
obtain the final study sample for the nonde-
mentia group, we conducted frequency match-
ing of patients with those of the dementia group 
according to age, sex, primary cancer type, and 
year of death at a 1:4 ratio. Our study popula-
tion comprised 7,111 patients in the dementia 
group and 28,444 in the nondementia group 
through frequency matching.

Covariates

The Charlson Comorbidity Index (CCI) was cal-
culated to represent each patient’s overall 
comorbid status [28-33]. Dementia and mental 
impairment were excluded from the CCI scores 
to prevent repetitive adjustment in the multi-
variate analysis. Comorbidities were required 
to be diagnosed in at least one hospital admis-
sion or two outpatient services during the 
1-year period before death, according to previ-
ous publications of the NHIRD [17-26].

Endpoint

We studied the difference in the prevalence of 
opioid prescription between patients with can-
cer and dementia and patients with cancer and 
no dementia at 3 months and 1 month before 
death. The accumulated dose and the average 
daily dosage (mg/day) of opioids at 3 and 1 
month(s) before death were evaluated. Differ- 
ent opioids were converted to the equivalent 
dosage of morphine in oral form for compari-
son. The endpoint was the prescribed dose of 
opioids and their duration for patients with can-
cer and dementia and those with cancer and no 
dementia who died within 3 months. We esti-
mated, through stratified analysis with multi-
variate analysis, the prescription and dosage of 
opioids for patients with different cancers with 
and without dementia during the terminal stag-
es of 3 months and 1 month before death. 
Dementia caused by metastatic brain tumor 
were not excluded from our enrolled patients in 
cancer-dementia group, because the endpoint 
was the prescribed dose of opioids and their 
duration for patients with cancer and dementia 
and those with cancer and no dementia who 
died within 3 months, whatever the etiology  
of dementia. We also performed the stratified 
analysis of different subgroups as Alzheimer’s 
dementia or non-Alzheimer’s dementia, be- 
cause previous study has already showed that 

cancer patients with severe Alzheimer’s dis-
ease received less opioid [34].

Statistical analysis

An independent t test was used to analyze con-
tinuous variables, and a chi-squared test was 
used for categorical variables. Multiple logistic 
regression and multiple linear regression were 
performed with adjustment for all characteris-
tics listed in Table 1, including age, sex, primary 
cancer type, CCI, year of death, and time 
between cancer diagnosis and death. Adjusted 
odds ratios (OR) were calculated with a 95% 
confidence interval (CI). A P value of <0.05 was 
considered statistically significant. All statisti-
cal analyses were performed using SAS 9.4 
(SAS Institute, Inc., Cary, NC, USA).

Results

In total, 7,111 patients were included in the 
cancer-dementia group and 28,444 were 
included in the cancer-nondementia group. 
Variables such as age, gender, and type of pri-
mary cancer were similar between the two 
groups of patients, but the CCI varied slightly 
between the groups. Although dementia was 
removed from the CCIs, other comorbidities in 
the remaining CCI were more prevalent in the 
cancer-dementia group compared with the can-
cer-nondementia group (Table 1).

Patients with cancer and dementia were pre-
scribed a lower amount of opioids compared 
with those with cancer and no dementia 3 
months before death (57.5% vs. 73.9%, respec-
tively; adjusted OR 0.46; 95% CI 0.44-0.49) 
and of 1 month before death (54.4% vs. 70.3%, 
respectively; adjusted OR 0.50; 95% CI 0.47-
0.53, P<0.001; Table 2). The total accumulated 
opioid dose (mg) was lower in patients with can-
cer and dementia compared with patients with 
cancer and no dementia at 3 and 1 month(s) 
before death (3 months: 1,578 mg vs. 2,666 
mg, respectively; β=-1,125.9, P<0.001; 1 
month: 921 mg vs. 1,533 mg, respectively; 
β=-622.1, P<0.001). We also estimated the 
average daily dose (mg/day) of opioids for 
patients with cancer and dementia, and they 
received a lower average daily dose than  
did those with cancer and no dementia 3 
months before death (31 mg vs. 48 mg; 
β=-22.6, P<0.001) and 1 month before death 
(38 mg vs. 60 mg; β=-17.1, P<0.001). Whatever 
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Table 1. Demographic characteristics of patients with cancer and dementia and patients with cancer 
and no dementia during terminal cancer stages

All patients with cancer 

P valueCancer-Dementia (N=7,111) Cancer-Nondementia (N=28,444)
N % N %

Type of cancer 1.000*

    Oral cancer 301 4.2 1,204 4.2 
    Colorectal cancer 1,942 27.3 7,768 27.3 
    Liver cancer 1,602 22.5 6,408 22.5 
    Lung cancer 1,948 27.4 7,792 27.4 
    Breast cancer 300 4.2 1,200 4.2 
    Prostate cancer 1,018 14.3 4,072 14.3 
Age at death (years) 1.000*

    <75 1,372 19.3 5,488 19.3
    75-79 1,507 21.2 6,028 21.2 
    80-84 2,003 28.2 8,012 28.2 
    ≥85 2,229 31.4 8,916 31.4 
Sex 1.000*

    Male 4,521 63.6 18,084 63.6 
    Female 2,590 36.4 10,360 36.4 
Charlson Comorbidity Index score <0.001*

    0-2 659 18.4 5,244 9.3 
    3-4 2,623 42.2 11,999 36.9 
    5-6 2,022 17.2 4,900 28.4 
    7-8 872 9.8 2,798 12.3 
    ≥9 935 12.3 3,503 13.2 
*P values were determined with a Chi-squared test.

Table 2. Multivariate analysis of opioid prescription between patients with cancer and dementia and 
patients with cancer and no dementia 3 months and 1 month before death

1 month before death 3 months before death
Dementia
(N=7,111)

No dementia
(N=28,444) P Value Dementia

(N=6,015)
No dementia
(N=24,060) P Value

Prescription of opioids* <0.001 <0.001
    N (%) 3,865 (54.4%) 19,992 (70.3%) 3,460 (57.5%) 17,770 (73.9%)
    Adjusted OR (95% CI) 0.50 (0.47-0.53) Referent 0.46 (0.44-0.49) Referent
Total accumulated dose (mg)† <0.001 <0.001
    Mean ± SD 921±2,243 1,533±3,908 1,578±4,209 2,666±7,085
    β ± SE -622.1±48.0 Referent -1,125.9±94.8 Referent
Average daily dose (mg/day)† <0.001 <0.001
    Mean ± SD 38±81 60±129 31±63 48±93
    β ± SE -22.6±1.6 Referent -17.1±1.3 Referent
*Multiple logistic regression, adjusted for age, sex, primary malignancy, Charlson Comorbidity Index, and year of death. †Multiple linear regres-
sion, adjusted for age, sex, primary malignancy, Charlson Comorbidity Index, and year of death. β, beta coefficient; OR, odds ratio; SD, standard 
deviation; SE, standard error.

Alzheimer’s dementia or non-Alzheimer’s de- 
mentia, the prevalence of opioid prescription 
was significantly lower in patients with both 
cancer and dementia during their terminal can-
cer stages 3 months and 1 month before death 
(Supplementary Table 1).

Opioid prescriptions and dosages for patients 
with different cancers with or without dementia 
3 months and 1 month before death were also 
estimated using stratified analysis (Table 3). In 
the stratified analysis of different cancer types, 
the prescription, total accumulated dose, and 
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Table 3. Prescription and dosage of opioids for patients with different cancer types with or without 
dementia 3 months and 1 month before death

Diagnosis of dementia
Oral cancer Colorectal cancer Liver cancer Lung cancer Breast cancer Prostate cancer
Yes No Yes No Yes No Yes No Yes No Yes No

3 months before death

    Number 255 1,020 1,689 6,756 1,276 5,104 1,531 6,124 283 1,132 981 3,924

Use of opioids

    % 65.9 82.5 49.8 70.5 64.3 77.6 68.4 79.5 51.6 67.3 44.7 65.6

    P value* <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

Total accumulated dose (mg)

    Mean 2820 5834 1216 2455 1387 1924 2213 3209 1668 2492 1108 2373

    P value† <0.001 <0.001 <0.001 <0.001 0.029 <0.001

Average daily dose (mg/day)

    Mean 44 82 26 46 30 40 42 56 31 45 20 41

    P value† <0.001 <0.001 <0.001 <0.001 0.005 <0.001

1 month before death

    Number 301 1,204 1,942 7,768 1,602 6,408 1,948 7,792 300 1,200 1,018 4,072

Prescription of opioids

    % 62.1 76.9 47.7 66.2 59.4 74.2 65.3 76.6 47.0 62.3 38.2 60.4

    P value* <0.001 <0.001 <0.001 <0.001 <0.001 <0.001

Total accumulated dose (mg)

    Mean 1471 2976 737 1470 855 1127 1276 1785 727 1708 595 1332

    P value† <0.001 <0.001 <0.001 <0.001 0.001 <0.001

Average daily dose (mg/day)

    Mean 55 102 31 58 36 49 52 68 32 65 24 52

    P value† <0.001 <0.001 <0.001 <0.001 <0.001 <0.001
*Multiple logistic regression, adjusted for age, sex, primary malignancy, Charlson Comorbidity Index, and year of death. †Multiple linear regression, adjusted for age, sex, 
primary malignancy, Charlson Comorbidity Index, and year of death.

average daily dose of opioids were significantly 
lower for patients with cancer and dementia 
compared with patients with cancer and no 
dementia at both 3 months and 1 month prior 
to death. Moreover, we observed an increase in 
the average opioid dose administered per day 
from 3 to 1 month(s) before death for all 
patients with cancer, regardless of dementia 
status.

Discussion

Patients with dementia are a vulnerable group 
in which pain is frequently unrecognized, under-
estimated, and undertreated [35-37]. Demen- 
tia prevents medical personnel from detecting 
pain in patients and obscures the self-reporting 
of pain by patients, further exacerbating its 
undertreatment [38]. In a study by Reynolds et 
al., cognitive impairment was strongly associ-
ated with fewer reports of pain and less treat-
ment of pain overall. Moreover, the researchers 
reported a lower prevalence of pain medication 
use in patients with severe cognitive impair-
ment [39], even though effective pain manage-

ment can improve patients’ quality of life. Pain 
control is also critical for patients diagnosed as 
having cancer and dementia, and other studies 
have confirmed that pain medication is under-
administered in patients with dementia [35-
37]. Pain control is vital for patients with termi-
nal-stage cancer and is associated with higher 
quality of life in hospice care [40]. According to 
literature review, no study has yet estimated 
sufficient or insufficient pain control in patients 
with cancer and dementia. Therefore, we exam-
ined the differences in pain control between 
patients with cancer and dementia and those 
with cancer and no dementia during the termi-
nal stages of 3 months and 1 month before 
death.

Table 1 indicates that most covariates except 
CCI were balanced in our study. The CCIs were 
higher in patients with cancer and dementia 
than in patients with cancer and no dementia. 
Additional comorbidities have no effect on opi-
oid prescription (primary endpoint in our study) 
in patients with terminal-stage cancer [41]. 
Therefore, the imbalanced CCI scores likely did 
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not bias our hypothesis. We found no evidence 
that comorbidities interfered with opioid pre-
scription in patients with cancer during the 3 
months and 1 month before death. We used 
multiple logistic regressions and multiple linear 
regression, adjusted for age, sex, primary 
malignancy, CCIs, and year of death, to account 
for this unexpected bias in relation to comor-
bidities and opioid prescription.

To date, the following self-reported and obser-
vational pain assessment tools for patients 
with dementia are available: the Wong-Baker 
Faces pain scale, the Pain Assessment in 
Advanced Dementia scale, and the Doloplus-2 
pain scale [42]. However, self-reported pain 
and the aforementioned observational tools 
have variable correlations [42]. Nursing prac-
tices of pain management for older patients 
with dementia also varies [6]. No specific guide-
lines for the objective evaluation of pain have 
been established, making its assessment diffi-
cult [43]. This can prove especially problematic 
for patients with impaired cognition because 
behavioral indicators cannot be reliably used to 
evaluate pain in this population [44]. Such 
patients cannot describe or vocalize their pain, 
and specific tools for evaluating pain in people 
with moderate to severe dementia have only 
recently been developed [34]. The consequent 
lower dosage of analgesics administered to 
patients with cognitive impairment may thus 
account for the lower reported prevalence of 
pain in patients with dementia. This is a serious 
issue for a particularly vulnerable population 
living with terminal-stage cancer. The quality of 
life of patients with cancer and dementia is 
poor because of the severe pain they may be in, 
and they may experience severe cancer pain 
until death. This pressing clinical issue requires 
discussion for the sake of this disadvantaged 
group. Thus, we intended to call attention to the 
fact that patients with cancer and dementia 
receive insufficient pain control during the ter-
minal stages of the disease (Tables 2 and 3), at 
3 months and 1 month before death. Tables 2 
and 3 present the low prevalence of prescrip-
tion, low total accumulated dose, and low aver-
age daily dose of opioids in patients with can-
cer and dementia during the terminal stages 
compared with patients with cancer and no 
dementia. Our study showed the potentially 
severe pain that this disadvantaged population 
may experience. The development of an as- 

sessment tool to evaluate pain levels in pa- 
tients with cancer and dementia is necessary, 
as is sufficient pain control for these patients 
during terminal cancer stages.

In Taiwanese and Asian society, opioids such as 
morphine are labeled as addictive drugs that 
have the potential to harm patients’ bodies and 
shorten their lifespans [45]. Although the 
majority of patients agree with and accept opi-
oid administration as a mainstream pain treat-
ment, some patients or families reject their 
usage for pain control [46, 47]. Different politi-
cal and cultural attitudes toward treatment 
with opioids may impact the undertreatment of 
pain in patients with cancer and dementia 
because we have no useful and fast assess-
ment to accurately assess their pain levels 
[48]. The underadministration of opioids sel-
dom occurs in palliative or hospice wards, but it 
is seen in other facilities. As observed by Sykes 
et al., no evidence has indicated that the initia-
tion of pain treatment or increased dosage of 
opioids or sedatives is associated with death 
[41]. As a result, we must ensure that patients 
with cancer and dementia in terminal stages 
are not underprescribed opioid pain treatment 
regardless of cancer type (Tables 2 and 3). 
Without this caution, patients with cancer and 
dementia may experience severe pain in their 
terminal days. Because the previous study has 
already showed that cancer patients with se- 
vere Alzheimer’s disease received less opioid 
[34], we also stratified subgroup analysis of 
Alzheimer’s dementia or non-Alzheimer’s de- 
mentia in the Supplementary Table 1. What- 
ever Alzheimer’s dementia or non-Alzheimer’s 
dementia, the prevalence of opioid prescrip- 
tion was significantly lower in patients with  
both cancer and dementia during their ter- 
minal cancer stages 3 months and 1 month 
before death.

The strength of our study is that it is the first 
and the largest study to estimate the preva-
lence of opioid prescription in terminal cancer 
stages, comparing patients with cancer and 
dementia to those with cancer and no demen-
tia. Our study is also the first to undertake strat-
ified analysis of cancer types in these patients 
in these terminal cancer stages, and it revealed 
a lower prevalence of opioid prescription in 
patients with cancer and dementia (Tables 2 
and 3). By using the NHIRD database, we were 
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able to tabulate the average daily opioid dos-
age among patients with cancer and with or 
without dementia and identify differences in 
these metrics among cancer types. The pres-
ent study bolsters evidence on the reportedly 
low prevalence of opioid prescription and 
administration of morphine in patients with 
dementia relative to other people with similar 
sociodemographic and clinical characteristics 
(Table 1). Our findings therefore underscore the 
need for clinicians to pay careful attention to 
the pain control of cancer patients with demen-
tia to ensure adequate treatment. The com-
bined use of multiple assessment tools should 
be considered in the future.

Our study had some limitations. First, pain is 
evaluated using specific tools, but these tools 
are insufficient for meeting the challenges of 
diagnosing pain in patients with cancer and 
dementia. Therefore, we have no details on the 
pain levels of this patient group, and this lack of 
information in the database limits our study. 
Nevertheless, our results reflect the willingness 
levels of doctors to prescribe opioids to patients 
with cancer and dementia who are experienc-
ing pain. Our study provides clinicians with valu-
able data concerning the undertreatment of 
pain in these patients. Second, the database 
did not contain data on dementia severity, 
which is particularly relevant because the 
vocalization of pain or discomfort may not yet 
be compromised in the early stages of demen-
tia. Although we used stringent criteria to iden-
tify dementia to prevent its overdiagnosis, we 
were unable to assess dementia severity. The 
inclusion of patients with early-stage dementia 
might therefore have overestimated the preva-
lence of opioid prescription in the dementia 
group. Third, the NHIRD contains no informa-
tion regarding dietary habits, socioeconomic 
status, or body mass index, all of which might 
be confounding factors for opioid use. However, 
considering the magnitude and statistical sig-
nificance of the effects observed in this study, 
these limitations are unlikely to have affected 
the conclusions.

Conclusions

The prevalence of opioid prescription is signifi-
cantly low in patients with cancer and dementia 
compared with patients with cancer but no 
dementia in the terminal cancer stages of 3 

months or 1 month before death, regardless of 
cancer type. Patients with cancer and demen-
tia may experience severe pain in terminal-
stage cancer. Rapid and useful assessment 
tools to measure pain levels in these patients 
are necessary and will lead to more adequate 
pain control.

Acknowledgements

Lo-Hsu Medical Foundation, LotungPoh-Ai Hos- 
pital, supports Szu-Yuan Wu’s work (Funding 
Number: 110908, 10909, 11001, 11002, 
11003, 11006, and 11013).

Disclosure of conflict of interest

None.

Abbreviations

OR, odds ratio; CI, confidence interval; LHID-
CIP, Longitudinal Health Insurance Database 
for Catastrophic Illness Patients; ICD-9-CM, 
International Classification of Diseases, Ninth 
Revision, Clinical Modification; NHI, National 
Health Insurance; NHIRD, National Health 
Insurance Research Database; NHRI, National 
Health Research Institute; CCI, Charlson 
Comorbidity Index.

Address correspondence to: Dr. Szu-Yuan Wu, 
Division of Radiation Oncology, Department of Me- 
dicine, Lo-Hsu Medical Foundation, Lotung Poh-Ai 
Hospital, No. 83, Nanchang Street, Luodong Town- 
ship, Yilan 265, Taiwan. Tel: +866-0910603955; 
E-mail: szuyuanwu5399@gmail.com; Dr. Huang-Ren 
Lin, Department of Family Medicine, Lo-Hsu Medical 
Foundation, Lotung Poh-Ai Hospital, No. 83, Nan- 
chang Street, Luodong Township, Yilan 265, Taiwan. 
E-mail: weiclinhu@gmail.com

References

[1]	 Torvik K, Kaasa S, Kirkevold O and Rustoen T. 
Pain in patients living in Norwegian nursing 
homes. Palliat Med 2009; 23: 8-16.

[2]	 Corbett A, Husebo B, Malcangio M, Staniland 
A, Cohen-Mansfield J, Aarsland D and Ballard 
C. Assessment and treatment of pain in people 
with dementia. Nat Rev Neurol 2012; 8: 264-
274.

[3]	 Murnion BP, Gnjidic D and Hilmer SN. Prescrip-
tion and administration of opioids to hospital 
in-patients, and barriers to effective use. Pain 
Med 2010; 11: 58-66.

mailto:szuyuanwu5399@gmail.com
mailto:weiclinhu@gmail.com


Opioid prescription for patients with terminal cancer and dementia

13041	 Am J Transl Res 2021;13(11):13034-13042

[4]	 Tan EC, Visvanathan R, Hilmer SN, Vitry AI, 
Quirke T, Emery T, Robson L, Shortt T, Shel-
drick S, Lee SS, Clothier R, Reeve E, Gnjidic D, 
Ilomaki J and Bell JS. Analgesic use, pain and 
daytime sedation in people with and without 
dementia in aged care facilities: a cross-sec-
tional, multisite, epidemiological study proto-
col. BMJ Open 2014; 4: e005757.

[5]	 Huang HK, Hsieh JG, Hsieh CJ and Wang YW. 
Do cancer patients with dementia receive less 
aggressive treatment in end-of-life care? A na-
tionwide population-based cohort study. Onco-
target 2017; 8: 63596-63604.

[6]	 Achterberg WP, Pieper MJ, van Dalen-Kok AH, 
de Waal MW, Husebo BS, Lautenbacher S, 
Kunz M, Scherder EJ and Corbett A. Pain man-
agement in patients with dementia. Clin Interv 
Aging 2013; 8: 1471-1482.

[7]	 Nersesyan H and Slavin KV. Current aproach to 
cancer pain management: availability and im-
plications of different treatment options. Ther 
Clin Risk Manag 2007; 3: 381-400.

[8]	 Rosenblum A, Marsch LA, Joseph H and 
Portenoy RK. Opioids and the treatment of 
chronic pain: controversies, current status, 
and future directions. Exp Clin Psychopharma-
col 2008; 16: 405-416.

[9]	 McWilliams L, Farrell C, Keady J, Swarbrick C, 
Burgess L, Grande G, Bellhouse S and Yorke J. 
Cancer-related information needs and treat-
ment decision-making experiences of people 
with dementia in England: a multiple perspec-
tive qualitative study. BMJ Open 2018; 8: 
e020250.

[10]	 van der Steen JT. Dying with dementia: what 
we know after more than a decade of research. 
J Alzheimers Dis 2010; 22: 37-55.

[11]	 Hendriks SA, Smalbrugge M, Hertogh CM and 
van der Steen JT. Dying with dementia: symp-
toms, treatment, and quality of life in the last 
week of life. J Pain Symptom Manage 2014; 
47: 710-720.

[12]	 Jensen-Dahm C, Vogel A, Waldorff FB and 
Waldemar G. Discrepancy between self- and 
proxy-rated pain in Alzheimer’s disease: re-
sults from the Danish Alzheimer Intervention 
Study. J Am Geriatr Soc 2012; 60: 1274-1278.

[13]	 Papaleontiou M, Henderson CR Jr, Turner BJ, 
Moore AA, Olkhovskaya Y, Amanfo L and Reid 
MC. Outcomes associated with opioid use in 
the treatment of chronic noncancer pain in 
older adults: a systematic review and meta-
analysis. J Am Geriatr Soc 2010; 58: 1353-
1369.

[14]	 Berryman C, Stanton TR, Jane Bowering K, Ta-
bor A, McFarlane A and Lorimer Moseley G. 
Evidence for working memory deficits in chron-
ic pain: a systematic review and meta-analysis. 
Pain 2013; 154: 1181-1196.

[15]	 Husebo BS, Ballard C, Sandvik R, Nilsen OB 
and Aarsland D. Efficacy of treating pain to re-
duce behavioural disturbances in residents of 
nursing homes with dementia: cluster ran-
domised clinical trial. BMJ 2011; 343: d4065.

[16]	 Jensen-Dahm C, Gasse C, Astrup A, Mortensen 
PB and Waldemar G. Frequent use of opioids 
in patients with dementia and nursing home 
residents: a study of the entire elderly popula-
tion of Denmark. Alzheimers Dement 2015; 
11: 691-699.

[17]	 Zhang J, Lu CY, Chen CH, Chen HM and Wu SY. 
Effect of pathologic stages on postmastectomy 
radiation therapy in breast cancer receiving 
neoadjuvant chemotherapy and total mastec-
tomy: a cancer database analysis. Breast 
2020; 54: 70-78.

[18]	 Zhang J, Lu CY, Qin L, Chen HM and Wu SY. 
Breast-conserving surgery with or without irra-
diation in women with invasive ductal carcino-
ma of the breast receiving preoperative sys-
temic therapy: a cohort study. Breast 2020; 
54: 139-147.

[19]	 Lin WC, Ding YF, Hsu HL, Chang JH, Yuan KS, 
Wu ATH, Chow JM, Chang CL, Chen SU and Wu 
SY. Value and application of trimodality thera-
py or definitive concurrent chemoradiotherapy 
in thoracic esophageal squamous cell carci-
noma. Cancer 2017; 123: 3904-3915.

[20]	 Yen YC, Chang JH, Lin WC, Chiou JF, Chang YC, 
Chang CL, Hsu HL, Chow JM, Yuan KS, Wu ATH 
and Wu SY. Effectiveness of esophagectomy in 
patients with thoracic esophageal squamous 
cell carcinoma receiving definitive radiothera-
py or concurrent chemoradiotherapy through 
intensity-modulated radiation therapy tech-
niques. Cancer 2017; 123: 2043-2053.

[21]	 Chang CL, Yuan KS, Wu ATH and Wu SY. Toxicity 
profiles of fractionated radiotherapy, contem-
porary stereotactic radiosurgery, and transs-
phenoidal surgery in nonfunctioning pituitary 
macroadenomas. Cancers (Basel) 2019; 11: 
1658.

[22]	 Lin WC, Chang CL, Hsu HL, Yuan KS, Wu ATH 
and Wu SY. Three-dimensional conformal ra-
diotherapy-based or intensity-modulated ra-
diotherapy-based concurrent chemoradiother-
apy in patients with thoracic esophageal 
squamous cell carcinoma. Cancers (Basel) 
2019; 11: 1529.

[23]	 Shia BC, Qin L, Lin KC, Fang CY, Tsai LL, Kao 
YW and Wu SY. Outcomes for elderly patients 
aged 70 to 80 years or older with locally ad-
vanced oral cavity squamous cell carcinoma: a 
propensity score-matched, nationwide, oldest 
old patient-based cohort study. Cancers (Ba-
sel) 2020; 12: 258.

[24]	 Wu SY, Fang SC, Hwang OR, Shih HJ and Shao 
YJ. Influence of baseline cardiovascular comor-



Opioid prescription for patients with terminal cancer and dementia

13042	 Am J Transl Res 2021;13(11):13034-13042

bidities on mortality after androgen depriva-
tion therapy for metastatic prostate cancer. 
Cancers (Basel) 2020; 12: 189.

[25]	 Wu SY, Fang SC, Shih HJ, Wen YC and Shao YJ. 
Mortality associated with statins in men with 
advanced prostate cancer treated with andro-
gen deprivation therapy. Eur J Cancer 2019; 
112: 109-117.

[26]	 Lin KC, Chen TM, Yuan KS, Wu ATH and Wu SY. 
Assessment of predictive scoring system for 
90-day mortality among patients with locally 
advanced head and neck squamous cell carci-
noma who have completed concurrent chemo-
radiotherapy. JAMA Netw Open 2020; 3: 
e1920671.

[27]	 Reisberg B, Ferris SH, de Leon MJ and Crook T. 
The global deterioration scale for assessment 
of primary degenerative dementia. Am J Psy-
chiatry 1982; 139: 1136-1139.

[28]	 Zhang J, Qin L, Chen HM, Hsu HC, Chuang CC, 
Chen D and Wu SY. Overall survival, locoregion-
al recurrence, and distant metastasis of defini-
tive concurrent chemoradiotherapy for cervical 
squamous cell carcinoma and adenocarcino-
ma: before and after propensity score match-
ing analysis of a cohort study. Am J Cancer Res 
2020; 10: 1808-1820.

[29]	 Zhang J, Qin L, Chen HM, Hsu HC, Chuang CC, 
Chen D and Wu SY. Outcome patterns of cervi-
cal adenocarcinoma and squamous cell carci-
noma following curative surgery: before and 
after propensity score matching analysis of a 
cohort study. Am J Cancer Res 2020; 10: 
1793-1807.

[30]	 Zhang J, Sun M, Chang E, Lu CY, Chen HM and 
Wu SY. Pathologic response as predictor of re-
currence, metastasis, and survival in breast 
cancer patients receiving neoadjuvant chemo-
therapy and total mastectomy. Am J Cancer 
Res 2020; 10: 3415-3427.

[31]	 Zhang JQ, Lu CY, Qin L, Chen HM and Wu SY. 
Outcome of post-mastectomy radiotherapy af-
ter primary systemic treatment in patients with 
different clinical tumor and nodal stages of 
breast cancer: a cohort study. Am J Cancer Res 
2020; 10: 2185-2198.

[32]	 Hsu HL, Lee CH, Chen CH, Zhan JF and Wu SY. 
Angiotensin-converting enzyme inhibitors and 
angiotensin II receptor blockers might be as-
sociated with lung adenocarcinoma risk: a na-
tionwide population-based nested case-control 
study. Am J Transl Res 2020; 12: 6615-6625.

[33]	 Xia CX, Kao YW, Qin L, Chen MC, Shia BC and 
Wu SY. Cancer risk in chronic rhinosinusitis: a 
propensity score matched case-control cohort 
study. Am J Transl Res 2019; 11: 7146-7156.

[34]	 Monroe T, Carter M, Feldt K, Tolley B and Cow-
an RL. Assessing advanced cancer pain in 
older adults with dementia at the end-of-life. J 
Adv Nurs 2012; 68: 2070-2078.

[35]	 Brecher DB and West TL. Underrecognition 
and undertreatment of pain and behavioral 
symptoms in end-stage dementia. Am J Hosp 
Palliat Care 2016; 33: 276-280.

[36]	 Hadjistavropoulos T, Herr K, Prkachin KM, 
Craig KD, Gibson SJ, Lukas A and Smith JH. 
Pain assessment in elderly adults with demen-
tia. Lancet Neurol 2014; 13: 1216-1227.

[37]	 Iritani S, Tohgi M, Miyata H and Ohi G. Impact 
of dementia on cancer discovery and pain. Psy-
chogeriatrics 2011; 11: 6-13.

[38]	 Tan EC, Jokanovic N, Koponen MP, Thomas D, 
Hilmer SN and Bell JS. Prevalence of analgesic 
use and pain in people with and without de-
mentia or cognitive impairment in aged care 
facilities: a systematic review and meta-analy-
sis. Curr Clin Pharmacol 2015; 10: 194-203.

[39]	 Reynolds KS, Hanson LC, DeVellis RF, Hender-
son M and Steinhauser KE. Disparities in pain 
management between cognitively intact and 
cognitively impaired nursing home residents. J 
Pain Symptom Manage 2008; 35: 388-396.

[40]	 Platt M. Pain challenges at the end of life-pain 
and palliative care collaboration. Rev Pain 
2010; 4: 18-23.

[41]	 Sykes N and Thorns A. The use of opioids and 
sedatives at the end of life. Lancet Oncol 
2003; 4: 312-318.

[42]	 Schofield P. The assessment of pain in older 
people: UK national guidelines. Age Ageing 
2018; 47 Suppl 1: i1-i22.

[43]	 Malara A, De Biase GA, Bettarini F, Ceravolo F, 
Di Cello S, Garo M, Praino F, Settembrini V, 
Sgro G, Spadea F and Rispoli V. Pain assess-
ment in elderly with behavioral and psychologi-
cal symptoms of dementia. J Alzheimers Dis 
2016; 50: 1217-1225.

[44]	 Ando C, Ito Y, Amemiya S, Tamura K, Kako K, 
Tsuzura S, Yoshida R and Hishinuma M. Effec-
tiveness of the Japanese DOLOPLUS-2: a pain 
assessment scale for patients with moderate-
to-severe dementia. Psychogeriatrics 2016; 
16: 315-322.

[45]	 Viet CT and Schmidt BL. Biologic mechanisms 
of oral cancer pain and implications for clinical 
therapy. J Dent Res 2012; 91: 447-453.

[46]	 van den Beuken-van Everdingen MH, de Rijke 
JM, Kessels AG, Schouten HC, van Kleef M and 
Patijn J. Prevalence of pain in patients with 
cancer: a systematic review of the past 40 
years. Ann Oncol 2007; 18: 1437-1449.

[47]	 Mercadante S, Dardanoni G, Salvaggio L, Ar-
mata MG and Agnello A. Monitoring of opioid 
therapy in advanced cancer pain patients. J 
Pain Symptom Manage 1997; 13: 204-212.

[48]	 Jarlbaek L, Andersen M, Hallas J, Engholm G 
and Kragstrup J. Use of opioids in a Danish 
population-based cohort of cancer patients. J 
Pain Symptom Manage 2005; 29: 336-343.



Opioid prescription for patients with terminal cancer and dementia

1	

Supplementary Table 1. Subgroup analysis of opioid prescription between patients with cancer and Alzheimer’s dementia or non-Alzheimer’s 
dementia and patients with cancer and no dementia 3 months and 1 month before death

1 month before death 3 months before death
Alzheimer’s  

Dementia (N=4,622)
Non-Alzheimer’s  

Dementia (N=2,489)
No dementia 

(Ref.) (N=28,444)
Alzheimer’s  

Dementia (N=3,970)
Non-Alzheimer’s  

Dementia (N=2,045)
No dementia  

(Ref.) (N=24,060)
Prescription of opioids* 
    N (%) 2,311 (50.0%) 1,554 (62.4%) 19,992 (70.3%) 2,070 (52.1%) 1,390 (68.0%) 17,770 (73.9%)
    Adjusted OR (95% CI) 0.45 (0.39-0.47) 0.55 (0.51-0.58) Referent 0.44 (0.42-0.47) 0.55 (0.52-0.59) Referent
    P Value <0.001 <0.001 <0.001 <0.001
Total accumulated dose (mg)†

    Mean ± SD 865±2,142 976±2,377 1,533±3,908 1,499±3,999 1,672±4,553 2,666±7,085
    β ± SE -594.1±47.0 -640.7±50.8 Referent -1,068.8±90.1 -1,192.5±98.6 Referent
    P Value <0.001 <0.001 <0.001 <0.001
Average daily dose (mg/day)†

    Mean ± SD 36±77 40±85 60±129 29±60 33±67 48±93
    β ± SE -21.5±1.5 -23.3±1.7 Referent -16.3±1.2 -18.2±1.4 Referent
    P Value <0.001 <0.001 <0.001 <0.001
*Multiple logistic regression, adjusted for age, sex, primary malignancy, Charlson Comorbidity Index, and year of death. †Multiple linear regression, adjusted for age, sex, primary 
malignancy, Charlson Comorbidity Index, and year of death. β, beta coefficient; OR, odds ratio; SD, standard deviation; SE, standard error; Ref., reference group.


