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Summary

The nonmedical use or abuse of prescription drugs, including psychotropic medicines, is
a growing health problem in Japan. Patient access to psychotropic drugs, specifically from the
oversupply of medications due to overlapping prescriptions, may increase the risk of drug
abuse and dependence. However, very little is known about such overlapping prescriptions.

Today, the dispensing of prescriptions is generally moving from inside to outside of hos-
pitals, with psychotropic drugs mainly dispensed at community pharmacies. In this study, we
used health insurance claims (i.e., receipts) for dispensing as the main source of information in
an investigation of overlapping prescriptions of psychotropic drugs. A total of 119 patients were
found to have received overlapping prescriptions, as identified by community pharmacists who
were members of the Saitama Pharmaceutical Association, using patient medication records,
followed by medication counseling and prescription notes for the patient.

According to our findings, the most frequently overlapping medication was etizolam.
Etizolam can be prescribed for more than 30 days since it is not regulated under Japanese law
as a “psychotropic drug.” Generally, when a drug can be prescribed for a greater number of
days, it increases the likelihood of an overlapping prescription during the same period. As a
result, the long-term prescription of etizolam increases the risk of overlapping prescriptions.

We also found that the patients who received overlapping prescriptions of etizolam were
mostly elderly and the most common pattern was prescription from both internal medicine
and orthopedics physicians. Etizolam has wide range of indications that are covered by health
insurance. Our results suggest that patients who received overlapping prescriptions of etizo-
lam may receive prescriptions from different prescribers for different purposes.
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Therefore, it may be appropriate to regulate etizolam as a “psychotropic drug” under
Japanese law, thus setting a limit on the period for which it can be prescribed in order to help
prevent long-term and overlapping prescriptions.

Key words: psychotropic drug, pharmacist, substance use disorder, suicide risk, overdose
Introduction

Several surveys suggest that the nonmedical use or abuse of prescription drugs, includ-
ing psychotropic medicines, is a growing health problem in Japan. According to a nationwide
mental hospital survey in the country, the proportion of patients with sedative (mainly ben-
zodiazepines)-related disorders has more than doubled in the last decade®. Although metham-
phetamine is the most popular such drug among both outpatients and inpatients who were
diagnosed with drug-related disorders, prescription drugs like the benzodiazepines now form
the second-largest group.

An association between psychotropic drug overdose and suicide risk has also been report-
ed?. A psychological autopsy study conducted in Japan indicated that more than half of suc-
cessful suicides who had been under psychiatric treatment had overdosed on prescribed, psy-
chotropic drugs before their fatal suicidal behavior, usually involving impulsive acts like hang-
ing themselves or jumping from great heights. This suggests that the disinhibiting effects
caused by overdosing on psychotropic drugs, including benzodiazepines, might promote lethal,
suicidal behavior.

While all healthcare professionals can play a role in preventing prescription drug abuse,
community pharmacists can play a unique role in identifying the prescription-drug abusers.
In recent years, the dispensing of prescriptions has been moving rapidly from inside to out-
side of hospitals, with psychotropic drugs in Japan being dispensed mainly at community phar-
macies. According to the 2007 Survey of Medical Care Activities in Public Health Insurance,
# for example, the rate of external prescriptions from clinics titled as psychiatry was 72.8%,
greatly exceeding the 56.8% for clinics as a whole. This means that most outpatients under-
going psychiatric treatment obtain psychotropic drugs from community pharmacists, and addi-
tionally, indicates that community pharmacists may monitor for the appropriate use of such
drugs. These pharmacists are thus the front-line medical professionals able to identify pre-
scription-drug abuse.

Community pharmacists can also play a key role in preventing overlapping prescriptions.
Although psychotropic drugs such as benzodiazepines are widely used in psychiatry, they are
prescribed not only by psychiatrists, but also by other medical professionals, including primary
care physicians. Thus, the same psychotropic drug could be prescribed by different providers
during the same period, and the medications could possibly overlap. Patient access to psy-
chotropic drugs may therefore result in oversupply of medications due to overlapping pre-
scriptions, increasing the risk of psychotropic-drug abuse and dependence. Since community
pharmacies receive prescription forms issued by multiple hospitals and clinics, community
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pharmacists are in a position to identify and prevent these overlapping prescriptions of psy-
chotropic drugs at an early stage. However, very little is known about the actual amounts of
overlapping prescriptions or the practices aimed toward prevention of such overlap employed
by community pharmacists.

The present study aimed to examine the overlapping prescriptions of psychotropic drugs
at community pharmacies and to understand the pharmaceutical practices of community phar-
macists.

Subjects and Methods

Subjects were patients who had received drugs at any of the 1877 dispensing pharmacies
belonging to the Saitama Pharmaceutical Association between January and December 2010.
Instructions describing the study and a questionnaire were mailed to the supervising phar-
macist at each pharmacy. Survey data were provided by supervising pharmacists who con-
sented to participate and fill out the questionnaires.

Target medications of the survey were all Schedule I-III psychotropic drugs regulated
under Japanese law (Narcotics and Psychotropic Control Act) *, along with three similar drugs:
etizolam, zopiclone, and bromvalerylurea. Although these drugs are not regulated as “psy-
chotropic drugs”, they were included since a nationwide mental hospital survey in Japan has
reported frequent disorders related to their use®”,

In our study, overlapping prescriptions were identified using pharmaceutical management
fees on health insurance claims (i.e., receipts) that were associated with drug dispensing. When
overlapping medication of a targeted drug was found, the pharmacists were required to col-
lect survey data from the prescription forms and patient medication records, and to fill out
the questionnaires. The survey gathered demographic data concerning patient characteristics
(sex, age), name of overlapping medication, clinical titles of prescribers, and prescription
changes made by prescribers. The clinical titles of the prescribers were selected from the clin-
ical-title list officially approved by Japanese law. In cases in which the clinics were titled with
more than one medical specialty, the community pharmacists were required to select one, main
clinical title,

In this study, no information was gathered that could be used to identify individuals, such
as patients’ names or addresses. The present study’s protocols were approved by the National
Center of Neurology and Psychiatry of Japan, Institutional Review Board (IRB).

Results -

A total of 119 patients with overlapping prescriptions of psychotropic drugs were report-
ed from 719 pharmacies (38.3% response rate). The mean age of the patients was 70.2 years
{range, 24-90 years) and 56.3% of the patients were women. Among the patients, 73.7% had
national health insurance, 14.4% had social insurance, and 11.9% had public welfare assistance.
Overlapping prescriptions were issued by different institution types at the following rates; hos-
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Table 1 Total number of overlapped medications by name of psychotropic drugs

(n=147)
name n® (%) Schedule I-III psychotropic drugs

Etizolam 46 (31.3) Not regulated
Zolpidem 23 (15.6) Schedule IIT
Brotizolam 21 (14.3) Schedule IIT

Triazolam 11 (7.5) Schedule III

Zopiclone 7 (4.3) Not regulated
Alprazolam 6 (4.1) Schedule III

Ethyl loflazepate 6 (4.1) Schedule 11

Diazepam 5 (3.4) Schedule III
Flunitrazepam 5 (34) Schedule II
Clotiazepam 4 @27 Schedule 111

Estazolam 3 2.0) Schedule II1
Nitrazepam 2 (14) Schedule III

a: Total number of overlapped medicaition(n=147) is different from numer of
patients (n=119) because more than one medictions overlapped in same patient.

b: Displayed more than 2 cases

Table 2 The combination of clinical titles and name of overlapped medications

(n=119)
The combination of clinical titles n° (%)  Overlapped medications (total number)
Internal medicine and orthopedic surgery 23 (19.3) etizolam12, triazolams3, estazolama3,
alprazolam2, etc
Two departments of internal medicine 17 (14.3) etxzcﬁam& brotxzol.amél.
flunitrazepam4, triazolam2, etc
Internal medicine and psychiatry 7 (5.9) etizolamz, etc
Internal medicine and neurology 7 (5.9) etizolam4, etc
Intel.‘n'al medicine and cardiovascular 5 42) brotizolams, zolpidem2, etc
medicine
Internal medicine and otorhinolaryngology 4 (3.4) zolpidem3, etc
Car@gvascular medicine and gastrointestinal 4 34) : zolpidems3, etc
medicine
Cardiovascular medicine and orthopedic 4 3.4) zolpidem?, etc

surgery

a: Displayed more than 4 cases
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pital (58.0%), clinic (23.5%), and both hospital and clinic (16.8%).

We found that overlapping prescriptions were most frequently identified by patient med-
ication records (73.7%), followed by medication counseling (67.2%) and prescription notes to the
patient (60.5%) (multiple responses). Community pharmacists who identified overlapping pre-
scriptions queried the prescribers, who instructed that the prescription be changed in 82.4%
of all cases.

The names of the overlapping medications are listed in Table 1. The most frequently over-
lapping medication was etizolam (31.3%), followed by zolpidem (15.6%), brotizolam (14.3%), and
triazolam (7.5%) (multiple responses). The combination of the clinical titles responsible for the
overlapped prescriptions and the name of the corresponding overlapping medications are
shown in Table 2. We found that the most common combination of clinical titles was internal
medicine and orthopedic surgery (19.3%), followed by two departments of internal medicine in
different institutions (14.3%), internal medicine and psychiatry (5.9%), and internal medicine and
neurosurgery (5.9%).

Discussion

To the best of our knowledge, this study is the first to investigate the overlapping pre-
scriptions of psychotropic drugs, using community pharmacists as a source of information. The
present study demonstrates that the most frequently overlapped medication is etizolam. A
thienodiazepin, etizolam has the same mechanism of action as benzodiazepines®, drugs fre-
quently associated with substance-use disorders. According to the nationwide mental hospi-
tal survey in Japan conducted in 2006”, 2008°, and 2010”, etizolam is the most abused anxiolytic
and one of the most commonly abused psychotropic drugs among patients with substance-use
disorders. (It ranked second in this latter category in 2006 and 2008, and third in 2010).

It is also known clinically that etizolam is abused among patients with substance-use dis-
orders to obtain unique relaxation and pleasure. A case report on etizolam dependence showed
one patient who was prescribed three medications, including etizolam, from a psychiatric hos-
pital. This patient had abused etizolam selectively, repeatedly engaging in “doctor shopping”
to get the drug”.

According to other case reports, patients with substance-use disorders who abused eti-
zolam were mostly in their 30s and 40s™”. However, our results indicated that the patients who
received overlapping prescriptions of etizolam were mostly elderly. We have speculated three
possible reasons to explain why etizolam was the most common overlapping prescription and
why this occurred most commonly among the elderly: First, etizolam has no upper limit on

the period for prescription. In Japan, psychotropic substances, such as hypnotics and tran-
k quilizers used for medical treatment, are regulated under Japanese law (Narcotics and
Psychotropic Control Act)”. Specifically, according to the Health Insurance Law, physicians can
prescribe psychotropic drugs for no longer than 30 days. However, as mentioned in the
Methods section, etizolam can be prescribed for more than 30 days, since it is not regulated
as a “psychotropic drugs.” Generally, a longer period for which a drug may be prescribed
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increases the likelihood that it will overlap with another prescription. As a result, the long-
term prescription of etizolam could lead to overlapping prescriptions.

Second, etizolam has wide range of indications that are covered by health insurance. The
medication is prescribed not only as an anxiolytic, antidepressant, and sedative hypnotic, but
also as a muscle relaxant, particularly for lower back and neck pain in the orthopedic field in
Japan. While benzodiazepines like diazepam can be prescribed as skeletal muscle relaxants
internationally™*?, diazepam is not covered by health insurance when prescribed for lower back
or neck pain in Japan. By contrast, etizolam is covered by health insurance when prescribed
for this use. In addition, several clinical trials in Japan from the 1980s suggested the benefits
of etizolam administration for lower back and neck pain in cases of suspected psychogenetic
background®”, Thus, physicians may currently prefer to prescribe etizolam as muscle relax-
ants for lower back and neck pain.

The average age of patients who received overlapping prescriptions in our study, approx-

“imately 70 years, might be related to the fact that the most common combination of clinical
titles issuing overlapping prescriptions was internal medicine and orthopedic surgery. Elderly
patients frequently have multiple chronic diseases, which can lead to multiple consultations.
According to an individually based analysis of medical expenses related to outpatient services
for the elderly at FUKUOKA prefecture, the rate of multiple consultations was 49.7%". Our
results suggest that patients who received overlapping prescriptions of etizolam may receive
prescriptions from different prescribers for different purposes.

Finally, etizolam is available in a large number of generic versions. In Japan, the drug is
currently produced as 15 generic forms under different brand names™. Usually, prescribers
check the other medications being taken by patients from sources of information such as their
medical history or prescription notes for the patient. However, prescribers may not realize, on
the basis of the brand names of the generic products alone, that co-administered medications
also contain etizolam.

In light of our findings in this study that most patients who received overlapping pre-
scriptions of etizolam were elderly, caution is necessary with respect to the risk of falls due
to a sudden increase in dosage of this drug. It has been reported that the risk of falling increas-
es after etizolam or other anxiolytics are begun'.

Hence, in order to prevent substance-use disorders related to etizolam and falls due to
sudden increases in blood concentration caused by overlapping prescription, it is important to
prevent patients from obtaining too much medication due to long-term, overlapping prescrip-
tions. Regulation of etizolam as a “psychotropic drug” under Japanese law and the resultant
limit on the prescription period may therefore be appropriate.

In the present study, we used pharmaceutical management fees on health insurance claims
(Le. receipts) to analyze dispensing numbers. This method allowed us to gather evidence for
the overlapping prescriptions of psychotropic drugs at community pharmacies, although our
study had two major limitations: First, it is not possible to determine the degree of dependence
or suicide risk based solely on the health insurance claims for dispensing. The average age of
patients in this study was around 70, making this population largely elderly. According to the
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nationwide mental hospital survey in Japan, the average age of patients with substance-use
disorders who abused benzodiazepines was 35.8 years, significantly younger than the patients
in this study®™. It may therefore be accurate to say that the patients profiled here constitute
a population with a different level of dependence than that of the typical inpatients in psy-
chiatric hospitals. Nevertheless, the fact remains that community pharmacists are in a posi-
tion to identify patients at high risk of abusing psychotropic drugs at an early stage, as it has
also been reported that more than 60% of community pharmacists have encountered patients
who have experienced episodes of psychotropic overdose®.

Second, we were unable to assess overlapping prescriptions not recorded in health insur-
ance claims for dispensing. For example, even if a pharmacist identifies an overlapping pre-
scription, information on this overlapping prescription will not be recorded in the health insur-
ance claim form unless pharmacists or pharmacies charge in accordance with the guidelines.
Some pharmacies deliberately refrain from charging due to the increased amount payable by
patients and the time required for recalculating payments. Patients who repeatedly engage in
“doctor shopping”® are also wary of discovery by pharmacists, and may obtain their med-
ications from different pharmacies. This study was unable to identify such overlapping pre-
scriptions.

These limitations notwithstanding, our study was a large-scale survey that investigated
all the pharmacies belonging to the Saitama Pharmaceutical Association, and is the first to
investigate overlapping prescriptions of psychotropic drugs using community pharmacists as
a source of information.

In recent years, pharmacists have been expected to play the role of gatekeepers, capable
of making early identifications of individuals at high risk of overdosing on psychotropic drugs,
and helping to introduce these patients to the appropriate medical care. A project team set
up by the Ministry of Health, Labour, and Welfare charged with devising methods to prévent
suicide and depression has identified the involvement pharmacists as one initiative for solv-
ing the problem of psychotropic-drug overdose®.

The process whereby pharmacists identify and prevent overlapping prescriptions
through their own pharmaceutical practices is clearly one aspect of this gatekeeper role expect-
ed of pharmacists. However, there have been very few studies of such gatekeeper practices
among these professionals. This study provides significant insight and guidance into this under-
studied topic.
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Summary

Background and aims: The aims of present study are to clarify the clinical features of patients
with benzodiazepine use disorder (BZsUD), and to examine the characteristics of psychiatric
treatments which may cause BZsUD.

Methods: We conducted a medical chart and interview survey to 87 outpatients with benzo-
diazepine use disorder, who had consecutively visited the four hospitals, specialized in addic-
tion problems, located in metropolitan area, during a month of December, 2011.

Results: Consequently, 88.5% of the patients with BZsUD reported to obtain BZs to be abused
from general psychiatric clinics, and 83.9% contracted BZsUD in process of general psychiatric
treatment. Among the patients who contracted BZsUD in process of psychiatric treatment,
43.8% were speculated to have the other substance-related disorders such as methampheta-
mine or alcohol-related disorder at start of the psychiatric treatment. Further, approximately
70% of them reported that surplus BZs were prescribed without consideration of storing drugs,
and over 40% also reported that BZs were prescribed without a medical examination.
Conclusions: The findings of the present study may let us to propose the following four mea-
sures to he taken for prevention of BZsUD: First, latent substance-related disorders should not
be overlooked, second, short-acting and high-potency BZs should not be prescribed if possible,
third, storing and abusing BZs should always be considered, and finally, BZs should be pre-
scribed with a medical examination.

Key words: benzodiazepines, prevention, psychiatric treatment, substance use disorder
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