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interruption and symptom appearance suggests a caffeine-related disorder
rather than another diagnosis, such as a brief psychotic disorder.

It is rare for schizophrenia-like symptoms to occur during caffeine
withdrawal, and the exact mechanisms by which they do occur are unknown.
Caffeine is a competitive antagonist of the adenosine receptor and is not
directly involved in dopamine release in the nucleus accumbens, which plays
a critical role in drug dependence; thus, symptoms of withdrawal from caf-
feine are generally considered mild and transient. However, results of a study
in rats suggested that high doses (10 mg/kg) of caffeine may have the poten-
tial to activate the nucleus accumbens and prefrontal cortex*; therefore, psy-
chiatric symptoms might occur when high caffeine intake is abruptly
discontinued. If caffeine is a psychostimulant, psychotic symptoms may
develop in the withdrawal phase because of a reverse tolerance phenomenon
or flashback.® In these cases, however, schizophrenia should also be consid-
ered part of the differential diagnosis.

Many young people stay up late to study or play video games and
then become sleep deprived. To stay awake, they may form a habit of
consuming large quantities of caffeinated drinks.® According to the US
Department of Health and Human Services, the number of emergency
911 calls related to energy drink overdose doubled between 2007 and
2011.7 Energy drinks are readily available and are used inappropriately as
‘study drugs’; thus, dependency on caffeine is possible. Because of recent
increases in the consumption of energy drinks, the inappropriate use of
highly caffeinated beverages should be investigated closely.

Signed releases from the patient and legal guardian authorizing pub-
lication have been obtained.
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Current status of the
certification of long-term care
insurance among individuals
with dementia in a Japanese
community: The Hisayama
Study

doi:10.1111/pen.13204

It is important to understand the actual situation of subjects with dementia
and their long-term care and activities of daily living in communities for
considering appropriate local health policies. This study aimed to investi-
gate the latest findings on the certification for long-term care insurance
and the degree of independence in daily living among subjects with
dementia in a Japanese community.

In the Hisayama Study, which is a population-based epidemiological
study in Hisayama town, a full-community survey for dementia has been
repeated every 5 or 7 years since 1985."2 Among 2,340 residents aged
>65 years in this town, a total of 2,202 residents (1,270 women and
932 men) (participation rate: 94.1%) participated in a screening examina-
tion for cognitive impairment and health status in 2017-2018. Among
them, 346 subjects (crude prevalence: 15.7%) who were diagnosed as
having dementia were included in this study.

We collected information on the certification for long-term care
insurance from the Division of Health and Welfare of Hisayama town
with consent from each participant. We divided the subjects into five cate-
gories: no certification, requiring support levels 1 to 2, requiring long-
term care level 1, requiring long-term care levels 2 to 3, and requiring
long-term care levels 4 to 5. Regarding the degree of independence in
daily living,? there were no dementia subjects certified as M. The detailed
definitions for each category are shown in Tables S1-1 and S1-2.3*
Appendix S1 provides detailed information on the diagnosis of dementia,
long-term care insurance, sociodemographic factors and health status, sta-
tistical analysis, and ethical statement.

Among the 346 subjects with dementia, 69.7% obtained a certifica-
tion for long-term care insurance and 56.4% were certified as requiring
long-term care of level 1 or higher (Fig. la). In addition, 51.5% of sub-
jects were classified as having a degree of independence in daily living of
IIa or more (Fig. 1b). Table S2 and S3 show the clinical characteristics of
dementia subjects according to the categories of support or long-term care
and the grades of independence in daily living, respectively. The frequen-
cies of living at health care facilities and hospitalization increased with
greater support required or long-term care levels (Fig. S1). Similar trends
were observed for the grades of independence in daily living (Fig. S2). In
the age- and sex-adjusted analyses, subjects with lower cognitive function,
disability, history of stroke, no regular exercise, lower body mass index,
or lower muscle mass and strength were significantly more likely to be
certified as requiring long-term care of level 1 or higher and to have a
degree of independence in daily living of Ila or more than those without
any of these factors (Table S4 and S5).

This cross-sectional study in a general older Japanese population
demonstrated that the crude prevalence of dementia in 2017-2018 was
15.7%, and 69.7% of dementia subjects obtained certification for long-
term care insurance. The GERAS-J Study, a hospital-based prospective
study in Japan, reported that 70.9% of participants with Alzheimer’s dis-
ease obtained long-term care insurance,” which is consistent with our
findings. Notably, about one-third of dementia subjects were not certified
for long-term care insurance in this study. Although these subjects tended
to be younger and to have higher cognitive and physical function than the
certified subjects (Table S2), our findings highlight the importance of
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care requirements

Requiring long-term care
of levels 1 or higher:

56.4%

Requiring long-term

care levels 4 to 5
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Requiring long-term
care levels 2 to 3
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Fig.1 Proportion of subjects certified to

receive support or long-term care (a) and
proportion of subjects in each category of
independence in daily living (b) among
subjects with dementia, 2017-2018. One
participant without available data for the
grade of independence in daily living was
excluded from the analysis.

20.9%

establishing a dementia-friendly community where dementia subjects are
understood, respected, and supported so that even individuals without cer-
tification for long-term care insurance can remain healthy and active in
their communities as long as possible.® In addition, our results underscore
the importance of conducting detailed surveys in each municipality to
identify dementia subjects and to assess their care and support needs.’
Furthermore, 6.4% of dementia subjects with lower Barthel index® scores
(Table S3) were classified as having a normal grade of independence of
daily living. We have no clear explanations for this gap, but this finding
may suggest that there are some misclassifications in the evaluation of
independence of daily living in this certification system.

Several limitations of this study should be addressed. First, the gen-
eralizability of our findings to other regions of Japan and other countries
with different lifestyles and social systems is limited. Second, there might
be a selection bias caused by the exclusion of residents who did not par-
ticipate in the initial survey (5.9% of total population). Third, the certifi-
cation in this town might have been somewhat facilitated by our sharing
of the information of subjects without detectable dementia with the family
physician and local government members. Further epidemiological sur-
veys will be needed to verify the present findings.
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Supporting information
Additional Supporting Information may be found in the online version of
this article at the publisher’s web-site:

Figure S1. Proportion of the places of residence according to the catego-
ries of support or long-term care among subjects with dementia,
2017-2018.

Figure S2. Proportion of the places of residence according to the grades
of independence in daily living among subjects with dementia,
2017-2018. One participant without available data for the grade of inde-
pendence in daily living was excluded from the analysis.

Table S1-1. Definition of the certified classification of requiring support
or long-term care in the long-term care insurance system of Japan.
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Table S1-2. Definition of the certified classification of grades of indepen-
dence of daily living for subjects with dementia in the long-term care
insurance system of Japan.

Table S2. Characteristics of the subjects with dementia according to the
categories of requiring support or long-term care level.

Table S3. Characteristics of the subjects with dementia according to the
grades of independence in daily living.

Table S4. Age- and sex-adjusted odds ratios of each factor on the likeli-
hood of being classified as requiring long-term care of level 1 or higher
among subjects with dementia.

Table S5. Age- and sex-adjusted odds ratios of each factor on the likeli-
hood of being classified into a grade of daily living of Ila or more among
subjects with dementia.

Appendix S1. Supplemental methods.
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Prescription patterns

in patients with schizophrenia
who discontinued long-acting
injectable antipsychotics:

A chart-review

doi:10.1111/pen.13211

Long-acting injectable (LAI) antipsychotics that provide reliable drug
delivery to patients whose adherence to oral medication is suboptimal are
considered to be a promising treatment option for patients with schizo-
phrenia." While LAI antipsychotics are reportedly superior to, or at least
as effective as, oral counterparts in preventing relapse of schizophrenia,
some patients may eventually need to discontinue LAI antipsychotics.
Since these patients who fail to continue LAI antipsychotics represent a
more difficult-to-treat population than those who successfully continue
them, it is critically important to characterize their demographic and clini-
cal characteristics in order to improve our understanding of the psycho-
pharmacological management of this illness. To this end, we conducted a
systematic chart review of patients with schizophrenia who started but later
discontinued LAI antipsychotics during the course of treatment.
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A systematic chart review was conducted for patients with schizo-
phrenia, according to the 10th revision of the International Statistical
Classification of Diseases and Related Health Problems, who commenced
LAI antipsychotic treatment from January 2005 to December 2014 at
Inokashira Hospital in Tokyo, Japan. This retrospective chart review study
was approved by the Institutional Review Board of Inokashira Hospital
and was exempt from informed consent because the study utilized de-
identified data that had been acquired during routine clinical care. The
information about this study was posted at the in-hospital bulletin board
to provide the opportunity to opt out. Among these patients, those who
discontinued LAI antipsychotics at least once during the study period
were identified. The collected information included age, sex, duration of
illness, duration of treatment, reasons for discontinuation of LAI antipsy-
chotics, the details of prescriptions up until December 2016, and out-
comes at the time of final follow-up. When two or more possible reasons
were identified, the most relevant reason was chosen based on the descrip-
tions of charts.

Ninety-nine patients were included in the present study (inpa-
tients, n = 89 [89.9%]; mean 4+ SD age, 47.5 £ 13.5 years; males,
n = 48 [48.5%]; mean + SD duration of illness, 20.9 4+ 12.7 years;
mean £+ SD duration of treatment, 17.6 &+ 13.1 years). Haloperidol
decanoate, LAI risperidone, fluphenazine decanoate, paliperidone pal-
mitate, and fluphenazine decanoate plus haloperidol decanoate were
used as the first LAI antipsychotics in 37 (37.4%), 31 (31.3%),
29 (29.3%), 1 (1.0%), and 1 (1.0%) patients, respectively. The reasons
for discontinuation were as follows: insufficient response (n = 35,
35.3%), side-effects (n = 13, 13.1%), patient’s request (n = 12, 12.1%),
unstable physical conditions (n = 8, 8.1%), loss to follow-up (n = 6,
6.1%), symptom improvement (n = 4, 4.0%), unknown reasons
(n = 10, 10.1%), and others (n = 10, 10.1%) (Table 1). The most fre-
quent treatment status at the final observation was inpatient treatment
(n = 38, 38.4%), followed by outpatient treatment (n = 28, 28.3%),
referral to other hospitals or clinics (n = 22, 22.2%), death (n = 7,
7.1%), and loss to follow-up (n = 4, 4.0%). Twenty-nine patients
(29.3%) resumed LAI at least once later during the course of the treat-
ment. At the time of final follow-up, 13 patients (13.1%) were using
LAI antipsychotics (LAI risperidone, n = 5; paliperidone palmitate,
n = 5; fluphenazine decanoate, n = 2; haloperidol decanoate, n = 1)
and 51 patients (51.5%) were receiving antipsychotic polypharmacy
(mean £ SD number of antipsychotics, 1.7 £ 0.9). The most frequently
used oral antipsychotic was olanzapine (n = 36, 36.4%), followed by
risperidone (n = 35, 35.4%).

The present chart review of patients with schizophrenia who dis-
continued LAI antipsychotics showed that after discontinuation of their
first LAI antipsychotic, approximately one-third of patients resumed
LAI, and about half of them were receiving antipsychotic polypharmacy.
These facts highlight the difficulties in treating treatment-refractory
patients with schizophrenia without LAI antipsychotics even after dis-
continuation. The results showed that many of the patients were in mid-
dle age and had received treatment over a long period of time. As seen
from the reasons for discontinuation of LAI antipsychotics, the patients
comprised a relatively challenging group. The adherence of patients in
such a challenging group tends to be particularly poor. If patients do not
show a sufficient response to LAI antipsychotics, clozapine may be con-
sidered. In Japan, use of clozapine was not common at the time of this
review because of strict rules in place regarding the use of clozapine.’
Thus, while only nine patients (4.5%) were able to continue the same
LAI antipsychotics during the study period, many patients may have
been resorted to reintroduction of LAI antipsychotics or antipsychotic
polypharmacy.

Limitations of this study included a small sample size, lack of use of
any rating scales, absence of the information on former regimens, and
predominance of first-generation LAI antipsychotics.

In conclusion, the real-world data indicate that patients who discon-
tinued LAI antipsychotics eventually needed to resume LAI antipsy-
chotics or receive antipsychotic polypharmacy, which indicates that
earlier use of clozapine may be useful.®

Psychiatry and Clinical Neurosciences 75: Run on, 2021


https://orcid.org/0000-0002-7426-4290

