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VT v PR O 2 3 L& 5,
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VR v BHEMEDE U 2 E, PUEmEIE o M
HERT UERTEEEE 222 &b b 208, il
Wit 2> TLEH) 2 EbDR R, TOHAH
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HALBFEERD -2 L D5, L LDSPOJE
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koThiay vEFioR—F vy VEDOMIAIE RS2
VIBRZE A 7T B E > T L £ 9 A
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KRESCBG LT3 LEINZEEE, HRloY
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B) Clozapine

DSPIZILEE DSTRSEEHE 2 i 72 38545, Clozapine
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FEE 12 Clozapine 23t D HUE MR FE I H_ T, $EfE
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D) TEERPREBIRFWIFHR IR, 2) THERPERYAR
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R WLIASEE (electroconvulsive shock: ES)
V. SRR XD o MR I SRR 2 5] &
fLZ 32 LT, KiMEROWEZ X B EEETH B,
WA IBAE (3 AR D D TH 53, K
KR, HC b BRMEER 0 202 B I R U CIER I
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9 2ESOMIGHEHE (20134F) T, EYHELIC
Jedi O LGEH & L CESO I ERE S 115 R,
A CHEE R ERIER O SEDBBEE SN 55
(AR Dfakr, fHE - ARKE - Bikak Eic L 2 5k
w5y, Bk, BEEL. BEE. R AR EIERRE)
DIZEToNTED, ORI L L THR)
RoEViEREo D tEzonTwE, 51,
BORETIE 7 v E v % & Tini I # & R 3
Iz xf
T2EWELE L TOIHEHEZED TS, — /T,
TRSOH T b BRI EHEO TR i %2 NIRRT 5
& TR RERRERZ B4 2 —H0E D, FS
S VOBEZ MR ME (dopamine supersensitivity
psychosis: DSP) & L THAIS LT 37, HAasED
TP R 3E D70 % 2SDSPREIRZ S LT 3 &
DIELH Y IRRIEPIEOBREEZE T 2 ) 2
TDSPOHFIEIIREVEF A %,

AR TIZES E DSPOESEHIZ DWW TR L %,

(treatment-resistant schizophrenia: TRS)
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ESOES L, 193541 A B F235 2 k7 — )b
WKLo THONAZFEHKT 2 2 L THRAEKIEL G
WLEEVIREETIHLDIFEY, 19204E0 .
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WXL T, A RTIREERE O TIE 7 7RI R S
PELLTwE LI ICRZZ 2 IcRI 0k, —JF
T, SRR D & bIARIPE L TADLABEHET
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IZIFZ2 N5 DRERIZ AR TlE 72 BRI E 2
EVSEED L INT W, TNSDHIENS,
A By F T ONACHERIRERRIED B 2 &
@iz LT, 19364 ICHihD#HEZ L TWwW5b, Z
D, WA ) 7T TERUC L > T LA 2§55
TEMERZ LT F by 7 455, 19384E(1C
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CLIEESIR RS L oG E L 2 L TESHIA
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TSR DDRD2A31.57% & 351N T % 2 & 25
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ZIR L TV 72 % CDRD2EED LA L 72 & DR
LE0H DY, RIICH 2 iR RE O AIC X b
DRD2IZ#M$ %2 L&z 6 s, BYEHTIE,
DDRD2DAUME IS UG PRI 512 X Dt 4
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OB G2 X D AU 2BIR & L o h e
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T, P=FRLELTTIES IV = LDT TR
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Treatment strategies of DSP

eg.

DRD2 partial agonist

Aripiprazole, Brexpiprazole

2 Loose binding to DRD2

Quetiapine, Clozapine, Olanzapine

peak-to-trough

Antipsychotics with the longer half-life and smaller

Atypical antipsychotics-LAl, Paliperidone,
Blonanserine

4 Treatment Resistant Schizophrenia treatment

Clozapine, Electroconvulsive therapy (ECT)

5 Other possible treatment options

Asenapine (tightest binding to 5-HT2A)
Antiepileptic agents (against the kindling effect)

DSP: dopamine supersensitivity psychosis, DRD2:dopamine D2 receptors, LAI: long acting injection
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Post Clozapine = Life After Clozapine

Antipsychotics with the longer half-life and
smaller peak-to-trough

>

Olanzapine

Clozapine Rechallenge
DRD2 partial agonist

Antipsychotics loose binding to DRD2

Antipsychotics with the longer half-life and
smaller peak-to-trough
Asenapine
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Treatment for Ultra-TRS
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AP: antipsychotic, TRS: treatment-resistant schizophrenia, DSP: dopamine supersensitivity psychosis, DRD2:dopamine D2 receptors, LAI: long acting injection
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Textual Analysis of the Approaches Used by Pharmacists for
Patients who are resistant to antidepressant medication

Masaki Shoji” ", Atsuko Fujiwara”, Rintaro Imafuku”, Atsushi Shimada”, Mitsuko Onda"

1) Osaka University of Pharmaceutical Sciences, Laboratory of Social and Administrative Pharmacy,
2) Apis Pharmacy Co. Ltd., 3) Gifu University School of Medicine, Medical Education Development
Center
T 4-20-1, Nasahara, Takatsuki, Osaka 569-1094, Japan

[Abstract]

The objective of this survey was to learn what patients are resistant to taking antide-
pressants and what kinds of actions pharmacists are taking in response. The major
questions posed by the questionnaire were as follows: 1. When giving patients in-
structions about how their medicine should be taken, how often do you encounter
patients who exhibit resistance to taking antidepressants? 2. What reasons do pa-
tients give for being resistant to taking their medicine? 3. Approaches you adopt to-
wards patients who are resistant to taking antidepressants (free response question) ;
and 4. Information about the pharmacists. The most common reason given for their
resistance was “anxiety about the possibility of not being able to stop taking the
medication.” For the measures the pharmacists take to try to combat such resis-

» ”

tance, text mining identified key words such as “inform,” “side effects,” and “dose
reduction.” The actions taken by pharmacists in the handling of patients exhibiting
resistance to antidepressant drug therapy were classified into one of the following 7
broad categories: “Explained the side effects and how to manage them”; “Dealing
with the patients’ anxiety that they may not quit taking medication”; “Tried to be a
good listener”; “Make the patients positively accept the current situation requiring
medication”; “Tried to explain the benefits of taking medication”; and “Explained
the path to reducing the dose” ; “Have patients consider treatment as long-term, tak-
ing into consideration the possibility of drug reduction”. Going forward, we would

like to investigate how patients feel about pharmacists’ services.
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A case of constipation with concurrent anorexia nervosa effectively resolved with mashiningan

Kazuyuki Watanabe" ', Ikkou Hirata', Toshihiko Okami®, Ryohkan Funakoshi', Atsushi Ishige’
1) Department of Pharmacy, Kameda General Hospital
2) Department of Psychosomatic medicine, Kameda General Hospital
3) Yokohama University of Pharmacy Kampo Pharmacology Laboratory
T 929 Higashicho, Kamogawa, Chiba, Japan

[Abstract])

Constipation occurs in approximately 60% anorexia nervosa cases, and defecation is
often quite difficult to control clinically. However, the currently available laxatives
have not been adequately evaluated. We present a case of a woman in her 20s who
had anorexia nervosa complicated by constipation. Two weeks prior to hospitaliza-
tion, her height, weight, and body mass index were 153 cm, 30.5 kg, 13 kg/m?
respectively. Therefore, she fulfilled the criteria for anorexia nervosa and was admit-
ted to the psychiatry ward. She developed severe constipation after hospitalization,
due to which the regular magnesium oxide tablet dosage was gradually increased
and treatment with lubiprostone capsules was initiated. On-demand doses of 12-mg
sennoside, 0.75% sodium picosulfate oral solution, sodium bicarbonate/monosodium
phosphate suppository, and 60-mL 50% glycerin enema were administered, but
there was little improvement in her constipation. Due to abdominal bloating, she
experienced difficulty in eating; hence, we suggested her supervising physician to
prescribe mashiningan. After mashiningan treatment initiation, her bloating subsided,
she did not experience difficulty in eating, and the on-demand laxative use was
decreased. At discharge, although she had loose stools, her defecation pattern im-
proved considerably. At the 3-month follow-up interview post discharge, her stool
characteristics and defecation patterns had improved. Thus far, no laxative has been
able to effectively treat constipation in patients with anorexia nervosa and treatment
with multiple laxatives has failed in such patients. Therefore, mashiningan may be
an effective choice for patients with anorexia nervosa complicated by constipation.
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[Abstract]
Benzodiazepine hypnotics are associated with polypharmacy, overuse, chronic use, dependency, and
criminal activity. However, to date, no studies have surveyed lawsuits associated with benzodiazepine
misuse. Therefore, we surveyed the Westlaw® Japan database for past cases of civil and criminal litigation
involving benzodiazepine hypnotics.
In total, 1 civil and 32 criminal lawsuits were filed since 2004. In the civil case, a physician was held
responsible of medical negligence as he failed to provide instructions to manage etizolam overdose. In
two cases, driving after taking sleeping medication triggered criminal litigation; however, the liability of
the medical professionals was not questioned. These indicate the importance of pharmacists’ medication
instruction to reduce accidental misuse of drugs and crimes associated with drugs.
Robberies, murders, sexual coercions, and arson accounted for 47.1% of the benzodiazepine-associated
crimes. These crimes often involved drugging victims with drugs mixed in with food or drink. Triazolam,
flunitrazepam, zolpidem, or brotizolam were administered in 85.2% of the crimes. In one case, healthcare
workers administered sleeping medication to perpetrate their crimes. In another, the victim was an
insurance representative visiting a client’s home. These findings indicate that medical professionals must
recognize the harm associated with criminally misused hypnotics and control drug access in hospitals,
clinics, and pharmacies. Moreover, medical professionals on house calls must exercise caution when
patients offer them food or drink.
We emphasize the importance of surveying reported legal cases involving other frequently misused
drugs, including psychotropics. Identifying illegal activities associated with pharmaceutical use can

improve the overall quality of healthcare.
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57



HAR iS4~ 258 Vol.4 No.1

Introduction

Hypnotics are some of the most widely prescribed
drugs in medical practice.' Among these,
benzodiazepine are recognized as indispensable
pharmacotherapeutic agents.' Meanwhile, the
Narcotics and Psychotropics Control Law has
designated many benzodiazepine hypnotics as
psychotropics and imposed strict controls to prevent
their abuse and misuse (Article 1).”

Medical professionals have long raised concerns
regarding polypharmacy, overuse, and chronic use of
benzodiazepine hypnotics and other psychotropics.'
Reforms recommended by healthcare professionals
have led to the instatement of restrictions on
benzodiazepine prescription under Japan's medical fee
schedule since 2012." Other documented issues
include psychotropic dependence resulting from heavy
use and increased risks of falling and automobile
accidents following hypnotic drug consumption.”" It
has been reported that 63.1% of patients hospitalized
for overdose were prescribed benzodiazepines
(including drugs other than sleeping pills) before
hospitalization.“ As for falling, the percentage of
patients who were prescribed sleeping pills was higher
in falling patients (90.9%) than in non-falling patients
(30.9%).” The fall rate in patients prescribed
benzodiazepine sleeping pills (20.6%) was reported to
be significantly higher than that in patients prescribed
non-benzodiazepine (9.4%).° In particular, triazolam,
flunitrazepam, estazolam, and zopiclone were found to
be associated with a high fall rate.”“ Benzodiazepines
(including drugs other than sleeping pills) have been
reported to significantly increase the risk of driving
accidents (odds ratio = 1.37, 95% CI: 1.20-1.56)."
Therefore, benzodiazepine hypnotics should be used
with caution to reduce the possibility of legal disputes
between patients and medical institutions. Despite an

extensive search, we found no papers elaborating on

real incidents wherein the misuse of benzodiazepine
hypnotics or other psychotropic drugs in a medical
setting culminated in civil litigation.

Furthermore, benzodiazepine hypnotics and other
psychotropics are often used in criminal activity. This
problem deeply concerns both the medical community
and society at large. News reports on these felonies
have sometimes blamed the control protocols and
practices of the prescribing institutions. Nevertheless,
the media are not necessarily reliable sources of
accurate data on these cases. Since many of their
reports have depended upon fragments of information
collected before the actual lawsuit. Moreover, we could
not locate any studies reporting the various types of
hypnotics associated with criminal activity or the
specific adverse effects caused by these agents. In
general, similar incidents related to pharmaceuticals
occur repeatedly.” However, the details of these cases
are rarely systematically extracted from past litigation
or provided to healthcare professionals as instructive
feedback.”

As benzodiazepine hypnotics (designated as
psychotropics) are widely prescribed, healthcare
professionals must take special precautions when
supervising their use or controlling their distribution
in hospitals. However, it could be argued that medical
professionals are not taking full advantage of the
lessons derived from past civil and criminal litigation
involving benzodiazepine hypnotic use and misuse.
Therefore, with our objectives of preventing harm
linked to these drugs and improving the quality of
medical care, we surveyed past civil and criminal
litigation directly involving benzodiazepine hypnotics
designated as psychotropics. Subsequently, we
addressed issues related to psychotropic substance use

and regulation, which all medical professionals must

be mindful of.
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Methods
1. Benzodiazepine hypnotics included in the survey
Twelve benzodiazepine hypnotics designated as
psychotropics under Japan’s Narcotics and Psychotropics
Control Law were selected for this survey. Among
them were zopiclone and zolpidem, which are
classified as benzodiazepine receptor agonists. All of
them have proven histories as commercial

pharmaceuticals (Table 1).

2. Database survey of civil and criminal court cases

We surveyed civil and criminal court cases filed in
any District Court in Japan since 2004, using the
Decisions Search System provided by Westlaw” Japan.
Specifically, cases were more closely examined when a
drug or trade name of interest was found in the ruling
text by the “Free Word Search” function. In our
subsequent analysis of civil cases, we used cases in
which the decision entirely or partially accepted the
plaintiff’s claims, whereas, in our analysis of criminal
cases, we used cases in which the defendant was found
guilty.

System searches were conducted in October 2019.

Table 1. Benzodiazepine hypnotics designated
as psychotropic drugs included in

the survey
Classification Drug Major Brand(s)

Type Il Flunitrazepam Silece®, Rohypnol®*
Estazolam Eurodin®
Etizolam Depas®, Dezolam®
Quazepam Doral®
Triazolam Halcion®, Halrack®
Nitrazepam Benzalin®, Nelbon®

Type I11 Haloxazolam Somelin®
Flurazepam Dalmate®
Brotizolam Lendormin®, Noxtal®
Lormetazepam Evamyl®, Loramet”
Zopiclone Amoban®, Amobantes®
Zolpidem Myslee®

*Rohypnol” is no longer commercially available.

About 300,000 court cases were registered in the
Westlaw® Japan database as of January 2020, including

those published in the Supreme Court's database.

Results
1. Civil lawsuits whose decisions refer to benzodiazepine

hypnotics: case numbers

Database searches returned 208 hits for civil lawsuits
filed since 2004 wherein a benzodiazepine hypnotic of
interest was mentioned in the decision. Twenty—five of
these cited a medical institution as the defendant.
After removing duplicates positive for > 1 query (drug),
there remained 154 and 22 cases, respectively. The use
of sleeping medications was unrelated to the direct
causes of the contested incidents in the remaining 183
hits/132 cases. In most situations, a party in the case
was prescribed sleeping medications for insomnia
resulting from mental anguish following an automobile

accident or other trauma (Table 2).

2. Civil litigation directly involving benzodiazepine
hypnotics: overview

Only one of the 25 cases implicating a medical
institution as the defendant was prompted by the use
of a benzodiazepine hypnotic (etizolam). The court
awarded the plaintiff ~30 million yen in compensation
on the grounds of medical negligence. She was not
given the proper instructions on the course of action
she must take in the event of an overdose of the
prescribed medication (Table 3).

Hypnotic use was not linked to the causes of the
incidents in the remaining 24 cases. Of these, 22 were
associated with medical malpractice or an accident
unrelated to sleeping medication and two were related

to the medical fee schedule of Japan.
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Table 2. Civil lawsuits whose decisions refer to benzodiazepine hypnotics:
case numbers

Medical institution(s)

named as defendant(s) "' Other™
Ultra-short-acting Triazolam (n = 33) 5 28
(Elimination half-life: 2—4 h) Zolpidem (n = 25) 3 22
(n=71) Zopiclone (n = 13) 1 12
Short-acting Brotizolam (n = 20) 4 16
(Elimination half-life: 6-10 h) Etizolam (n = 80) 8™ 72
(n=101) Lormetazepam (n = 1) 0 1
Intermediate-acting Flunitrazepam (n = 26) 3 23
(Elimination half-life: 20-30 h) Estazolam (n = 4) 0 4
(n=35) Nitrazepam (n = 5) 1 4
Long-acting Quazepam (n = 0) 0 0
(Elimination half-life: 50-100 h) Haloxazolam (n = 0) 0 0
(n=1) Flurazepam (n = 1) 0 1
Total (n = 208) 25 183
*1: Cases are counted more than once in the corresponding rows if multiple hypnotics were involved.
*2: Hypnotic use directly led to civil litigation in only one case.
Table 3. Civil litigation involving benzodiazepine hypnotics: overview
Victim Female (age 43 y at time of death: decision gives 1964 and 2007 as years of birth and death, respectively)
Primary diagnosis Depression
Defendant Physician (director of a clinic providing psychosomatic, psychiatric, and neurological services)

The victim was diagnosed with depression in December 2004 following a visit to the defendant’s clinic for
insomnia. She was started on treatment with an antidepressant and a hypnotic.
In February 2005, she was rushed to another hospital following a medication overdose, treated by gastric
lavage, and released. The defendant then cautioned the patient to respect the dosage and treatment
. regimen and placed her spouse in charge of her medication. Nevertheless, she overdosed about 11 times
Clinical course
thereafter.
She died of drug overdose in March 2007 after consuming about 30 etizolam tablets and 80 amoxapine
capsules simultaneously at about 5 a.m. one morning.
Previously, as the patient only presented with drowsiness as a symptom of overdose, the defendant had

instructed her to visit the clinic during normal consultation hours if overdose occurred.

Etizolam: Prescribed March 2005; taken until death.
Drugs used Amoxapine: Prescribed December 2006; taken until death.

Additional medication history: fluvoxamine, milnacipran, sertraline, lithium carbonate, and others.

The court awarded ~30 million yen in damages and compensation. The court ruled that the prescribing

physician had the responsibility to inform the patient’s spouse to bring her to the hospital immediately in
Judgment of the Court  the event of an overdose or contact emergency services outside of normal consultation hours.

The court cited amoxapine overdose as the primary cause of death but stipulated that etizolam or other

drugs could have also contributed to the death. (March 30", 2012. Osaka District Court.)

3. Crimes involving benzodiazepine hypnotics: types searches identified 43 criminal cases in which a
and numbers benzodiazepine hypnotic of interest was cited in the
Of the criminal lawsuits filed since 2004, database court’s decision. In 32 of the aforementioned cases,
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benzodiazepines were used in the actual commission of
the crime(s).

Defendants were found guilty of 155 crimes in the
aforementioned 32 sleeping tablet-related cases. Of
these, 73 (47.1%) were classified as felony offenses
such as murder, robbery, sexual coercion, and arson
(Table 4). Triazolam was the most frequently
implicated benzodiazepine in these crimes (40;
25.8%), followed by flunitrazepam (38; 24.5%),
zolpidem (28; 18.1%), and brotizolam (26; 16.8%).

Crimes were also classified according to the
biological half-lives of the hypnotics and their active
metabolites involved. Ultra-short-acting hypnotics
were administered in 73 crimes (47.1%). Short-acting
hypnotics were administered in 33 crimes (21.3%).
Intermediate-acting hypnotics were administered in 43
crimes (27.7%). Long-acting hypnotics were

administered in 6 crimes (3.9%).

4. Criminal litigation involving benzodiazepine

hypnotics: overview of major cases

The most common tactic employed by the
defendants in the 32 cases wherein a benzodiazepine
hypnotic was used in the actual commission of the
crime(s) was to give the victim(s) food or drink laced
with sleeping medication to render them unable to
resist and then kill, rob, and/or sexually assault them.
Three representative cases (1-3) are summarized in
Table 5. Other notable incidents involved the victim
driving an automobile after consuming the drug (4-5),
administration of the drug as a poison intended to kill
the victim (6), and illegal transfer (7). Summaries were
omitted for the other 25 cases because their details

closely resembled those for Cases 1-3.

Discussion
This survey identified 1 civil and 32 criminal

lawsuits filed since 2004 wherein benzodiazepine

hypnotics (designated as psychotropics) were directly
implicated (Tables 2 and 4).

Physician negligence was noted for the civil case.
The physician failed to provide the correct dosage
instructions to the family of a patient who had a
history of overdosing on her sleeping medication and
other prescription drugs (Table 3). This suggests that
doctors are not completely fulfilling their professional
duties when they do not advise patients and/or their
families regarding the specific actions they must take
to manage and avoid the recurrence of side effects.
Conversely, pharmacists are legally obligated to inform
patients about how they must respond if they develop
possible adverse reactions to a prescribed drug (Act on
Securing Quality, Efficacy and Safety of Products
Including Pharmaceuticals and Medical Devices
(“Pharmaceutical Affairs Law” below), Article 9-3;
Regulation for Enforcement of the Pharmaceutical
Affairs Law, Article 15-13)."* " Based on the facts of
this case, no direct involvement of a pharmacist could
be confirmed. However, in the event of a similar future
event, the court may rule that a defendant has not
fulfilled his or her legal responsibility as a pharmacist
if he/she fails to furnish the patient with specific
guidance on the management of side effects. In
addition, pharmacists are often unaware when patients
have episodes of overdose of sleeping tablets. However,
complaints of shortage of drugs from patients can be
suspected as drug overdose, and unused medicines
may be used for overdose by patients. Thus, checking
for shortage of or unused medicines by pharmacists is
an effective way to assess a patient's suicide risk. If it is
determined that the patient has a high risk of suicide,
it is important to deliver the medicine every few days,
while monitoring the patient so that he/she cannot
take overdoses of medicines. Furthermore, the
aforementioned law forbids pharmacies from selling or

providing prescribed medicines to patients who use
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Table 4. Crimes involving the use of benzodiazepine hypnotics: types and numbers

Short-acting
(Elimination half-life:

Ultra-short-acting
(Elimination half-life:

Intermediate-acting
(Elimination half-life:

Long-acting
(Elimination half-life:

Crime*' 2-4h) (n=73) 6-10 h) (n = 33) 20-30 h) (n = 43) 50-100 h) (n = 6)
Tria-  Zol- . Broti- Lormeta-  Flunitra- Nitra- Qua-  Haloxa-  Flura-
. Zopiclone Etizolam
olam  pidem zolam zepam  zepam zepam  zepam  zolam  zepam
Robbery (n = 27)** 7 3 1 5 1 0 7 1 0 2 0 0
Felony Murder (n = 24)" 7 41 6 0 0 51 0 o 0 o0
offenses e T
(m-73  Sewalcerdon(@-137 1 4 0 2 2 0 3 L 0 0 0 0
Arson (n=9) 4 0 0 1 1 0 3 0 0 0 0 0
Violent
offenses Bodily injury (n = 6) 1 1 0 1 2 0 1 0 0 0 0 0
(n=06)
Larceny
offenses Larceny (n = 22)"* 6 3 1 5 0 0 5 0 0 2 0 0
(n=22)
Intellectal Fravd @=177 [ A S0 0 S S o0 0
offenses Embezzlement (n = 1) 0 0 0 0 0 0 0 1 0 0 0 0
(n =20) Counterfeiting (n = 2) 0 2 0 0 0 0 0 0 0 0 0 0
Moral
offenses Indecent assault (n = 4) 0 2 0 0 0 0 2 0 0 0 0 0
(n=4)
Trespassing (n = 12) 3 1 1 3 0 0 2 0 0 2 0 0
Crimes related to places of worship and
0 2 0 0 0 0 1 1 0 0 0 0
graves (n = 4)
Violation of the Firearms and Swords 0 0 0 0 0 0 . 0 0 0 0 0
Other Control Law (n = 1)
(n = 30) Violation of the Road Traffic Law (n = 2) 1 0 0 0 0 0 1 0 0 0 0 0
Violation of the Order for Enforcement of
the Act on Punishment of Acts Inflicting 0 1 : 0 0 " 0 : 0 0 " :
Death or Injury on Others by Driving a
Motor Vehicle, etc. (n = 1)
Violation of the Cannabis Control Law . 0 0 0 0 0 0 0 0 0 0 0
(n=1)
Violation of the Narcotics and 0 0 0 0 . 0 0 0 0 0 0 0
Psychotropics Control Law (n = 1)
Total (n = 155)** 40 28 5 26 7 0 38 5 0 6 0 0

*1: Cases are counted more than once in the corresponding rows if multiple hypnotics were involved in the crime.
* .
2: Includes crimes of attempt.

*3: There were a total of 155 crimes in 32 court cases.

drugs inappropriately, such as the victim of the case
mentioned (Pharmaceutical Affairs Law, Article 9-3)."
Pharmacists must educate patients on how to recognize
and manage drug side effects and take steps to protect
patients undergoing pharmacotherapy.

Two defendants in the aforementioned criminal

lawsuits were implicated in driving an automobile after
taking sleeping medication (Cases 4-5 in Table 5).
In one case, the defendant operated a motor vehicle
immediately after consuming an excessively high dose
of sleeping tablets. In another case, a former dentist

with a history of car accidents drove his vehicle while
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drowsy owing to the consumption of sleeping tablets.
These cases are by no means unique according to other
research on traffic accidents attributable to
pharmaceutical use. One study cited 342 traffic
accidents listed as adverse drug events in the Japanese
Adverse Drug Event Report (JADER) database.” It
named zolpidem in 46 cases, nitrazepam in 10 cases,
triazolam in 9 cases, brotizolam in 8 cases, and
etizolam in 7 cases.” These accidents were the result of
the lingering effects of sleeping medication, such as
drowsiness or loss of consciousness, while the driver
was operating a motor vehicle.”” In another study,
zolpidem and triazolam consumption has been reported
to increase the risk of automobile collisions.” In both
the aforementioned two cases, the Courts assigned no
liability to the medical professionals instructing the
patients. In the future, however, both civil and
criminal suits may be filed arguing that healthcare
professionals are responsible for counseling their
patients not to operate motor vehicles under the
influence of benzodiazepine hypnotics. Pharmacists
must always relay information to patients regarding
the effects of sleeping medication on driving ability.
Felony offenses, such as robbery, murder, sexual
coercion, and arson, accounted for 47.1% of the
crimes committed with or under the influence of
hypnotics (Table 4). These crimes often involved
drugging victims with drugs mixed in with food or
drink (Cases 1-3, 6 in Table 5). These cases
underscore the high potential for grave harm when
sleeping medication is used in criminal activity.
Conversely, triazolam, flunitrazepam, zolpidem, or
brotizolam were administered in 85.2% of the
aforementioned crimes (Table 4). Short- or ultra-
short-acting agents were used more often in criminal
activity than intermediate- or long-acting agents (n =
106 vs. n = 49). Additionally, numerous cases involved

drugs with comparatively short half-lives (triazolam: n

= 40, Tow: 1.2 h'; flunitrazepam: n = 38, To: 0.75 h')
(Table 4). In many cases, the routes by which the
defendants acquired the drugs were unclear; however,
in at least one case, the crime was committed by a
healthcare worker who was duty-bound to administer
these drugs appropriately (Case 2 in Table 5). Thus,
physicians, pharmacists, and other healthcare
professionals must fully recognize the gravity of the
harm that may be caused when hypnotics are used in
criminal activity. Furthermore, they must control
hypnotic drug prescriptions and access in hospitals,
clinics, and pharmacies. These restrictions are
particularly important and necessary for triazolam,
flunitrazepam, zolpidem, and brotizolam.

The Narcotics and Psychotropics Control Law states
that psychotropic drugs must be stored in locked
facilities in hospitals, clinics, and pharmacies.
However, this obligation is waived if the individuals
handling the medication during their professional
duties take the required precautions to prevent theft
(Regulation for Enforcement of the Pharmaceutical
Affairs Law, Article 40)." Thus, in practice,
psychotropics are nearly always handled in the same
way as other drug classes and are not regularly locked
in a dispensary or ward. Moreover, the law exempts
hospitals, clinics, and pharmacies from keeping
detailed records on the amounts and types of
psychotropic drugs transferred when the patient has a
prescription (Pharmaceutical Affairs Law, Article 50-
23)." These loopholes suggest that there is room for
improvement in the law to control psychotropic agents
more effectively after they are dispensed. The
Pharmaceutical Affairs Law and Pharmacists Act were
partially amended on November 27, 2019, to mandate
that barcodes be directly printed on drug packaging
and containers to improve traceability.” Additionally,
the amended law requires pharmacists to continuously

assess how patients are using their medication during
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Table 5. Criminal litigation involving benzodiazepine hypnotics: overview of major cases

Crime Victim(s)

Defendant

Case details

Sentence

2 killed
Robbery—murder, illegal (1 male, age 51y
1 disposal of a corpse, or48y;
attempted fraud 1 female, age 51y
or48y)

Gender

unknown

The defendant lured a married couple into a vehicle under the pretext of
a road trip. They lost consciousness after drinking champagne laced with
flunitrazepam. The defendant then parked the car, strangled them to
death with a rope, robbed them of their valuables and wallets containing
cash and credit cards, and abandoned their bodies. The defendant
attempted to use the stolen credit cards to purchase a shinkansen coupon
ticket card. (September 19", 2014. Tokyo District Court.)

Death penalty

1 killed
Murder, attempted (gender unknown,
murder, bodily injury age 60 y);
5 injured

Gender
unknown
(practical

nurse)

The defendant gave the victim coffee laced with brotizolam. The victim
was a nursing home colleague. The victim soon showed signs of acute
drug poisoning, such as disturbed consciousness, and met with a car
accident. The victim was temporarily resting in the nursing home to
recover from the injury, but the defendant urged the victim to return to
the victim's home with the damaged vehicle. En route, the victim collided
with an oncoming car and succumbed owing to complete rupture of the
descending thoracic aorta and other injuries. (The driver of the oncoming
vehicle also sustained injuries.) The defendant used the same strategy in
another similar incident wherein tea laced with zolpidem or brotizolam
was offered to two nursing home colleagues and one of their spouses. All
three victims were subsequently involved and injured in an automobile
accident. (The driver of the oncoming car sustained injuries in this case as
well.) (December 4”, 2018. Chiba District Court.)

24y
imprisonment

with hard labor

Attempted i-rape,
empted quasi-rape 1 female, age 50 y
larceny

Male

The victim was a sales representative for a life insurance company. The

defendant invited the victim into his home under the pretext of a

consultation. He offered her coffee laced with flunitrazepam and molested

her when she could no longer resist. The defendant also stole her handbag
th

containing cash and other items. (September 28%, 2011. Osaka District
Court.)

3y 6 mo
imprisonment

with hard labor

Violation of the Road
Traffic Law, setting fire to
objects other than
4 structures, damage to (No human harm)
buildings, arson of
uninhabited buildings,
property damage

Gender

unknown

The defendant drove his car under the influence of ~30 triazolam and
~30 flunitrazepam tablets and was, therefore, unlikely to be able to
operate the vehicle safely. On a separate occasion, he set fire to objects in
and around his home (carpet, garage, garbage collection box) after having
ingested ~30 triazolam tablets and ~30 flunitrazepam tablets. (July 6%,
2017. Osaka District Court.)

6y
imprisonment

with hard labor

Injury by negligent 4 injured

driving

Gender
unknown
(former

dentist)

The defendant was a former dentist who had previously been involved in
a traffic accident wherein sleeping tablet use was suspected as a
contributing factor. In the case in question, he took zolpidem and
suvorexant™ one night at some point after going to bed. This timing was
confirmed by the results of a blood test performed ~50 min after the
accident. Around 10 a.m. the next day, the defendant was still drowsy
but, nonetheless, drove his car, ran a red light at an intersection, and
struck two pedestrians and another vehicle with two passengers in it.
(March 29", 2019. Fukuoka District Court.)

2y 4 mo
imprisonment

(4 y parole)

1 killed

6 Murd
urder (Male, age 71 y)

Female

The defendant dissolved brotizolam in miso soup and gave it to the
victim (her husband) over three consecutive days. The court ruled that the
victim died by poisoning based on post-mortem measurement of the
brotizolam levels in the victim’s blood. (March 3%, 2017. Utsunomiya

District Court.)

>y
imprisonment

with hard labor

Violation of the Narcotics
7 and Psychotropics Control (No human harm)

Law

Gender

unknown

The defendant gave 20 tablets containing etizolam and 20 tablets
containing diazepam™” to a minor (uncompensated). (February 23,
2018. Sendai District Court.)

ly
imprisonment

with hard labor
(2 y parole)

*1: Designated as a psychotropic but outside the scope of this review as it is a non-benzodiazepine hypnotic medication.

*2: Designated as a psychotropic but outside the scope of this review as it is a non-hypnotic medication.
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pharmacotherapy.” Moreover, our study demonstrated
the importance of restricting the very frequently
prescribed benzodiazepine hypnotics in hospitals,
clinics, and pharmacies. To promote appropriate use
and deter criminal misuse, specific measures advocated
include recording the number of tablets transferred to
the patient via barcode labeling and readers, recovering
unused psychotropic medicine based on the
aforementioned data, and continuously monitoring
the patient with the help of the pharmacist (for
example: drug consumption, usage habits, and
inappropriate use).

In some criminal cases, victims were often drugged
with sleeping tablets mixed into their food or drink.
Consequently, victims of either gender were rendered
unable to resist the actions of the perpetrators (Cases
1-3, 6 in Table 5). In one case, the victim was a
female insurance saleswoman visiting the home of a
client (Case 3 in Table 5), which can be compared to
a home visit by a healthcare professional. In recent
years, government agencies and policies request
pharmacies to participate more actively in home
healthcare and provide comprehensive community
care in Japan.”” Thus, pharmacists and other medical
professionals would have more opportunities to visit
and treat patients in their homes. Home healthcare
workers should not have to needlessly suspect the
motives of patients and their families. Nevertheless,
they must remain vigilant and be wary of food or
drink offered them while carrying out their duties.
Other preventive measures should also be considered,
such as forbidding these workers from visiting patients’
homes alone.

The detail and accuracy with which these incidents
were documented in the present work make them
valuable lessons for medical practitioners on how to
improve the quality of care. Conversely, falls or falling

was not cited in the judgment of even a single case.

This outcome is counterintuitive in view of the wealth
of studies recording fall risk as a major consequence of
sleeping medication.” Nearly 300,000 cases were
registered in the Westlaw” Japan database used in the
present study. In Japan, in 2018, the ordinary criminal,
civil, and medical-related civil court cases filed were
~90,000, ~140,000, and ~800, respectively.”* In
addition, reaching an agreement outside of civil
proceedings is generally preferable as it reduces the
burden imposed on both healthcare professionals and
patients alike.” About half of all medical-related civil
(court) cases are resolved by amicable settlement.” A
major disadvantage of this approach, however, is that
settlement-related information is not divulged in the
court’s decision in the applicable cases.” Thus, the
findings of the present survey should be interpreted
with caution. The potential for bias among the cases
surveyed must be recognized as the database on the
outcomes of medical disputes and litigation is
inherently incomplete. Furthermore, to improve the
accuracy of studies using filed court cases, a system
must be established to include all criminal and civil
(court) cases related to healthcare in a public database.
Finally, drug-related medical accidents are the third
most common in hospitals after rehabilitative care and
therapeutic/procedural accidents. The most frequently
reported subtype is “near misses,” namely, incidents
which did not meet or surpass the criterion threshold
for a full-blown accident.” It has been claimed that
incidents related drugs accounted for 25% of all
preventable patient harm in medical institutions.™
This proportion is higher than those for all other areas
of healthcare, such as surgical procedure and
diagnosis.” Doctors and pharmacists can intervene to
prevent medical accidents and crimes involving
psychotropic medication. Efforts related to ensure the
appropriate use of medicines include identifying and

correcting prescriptions related to polypharmacy,
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overuse, and chronic use, and checking for shortage of
or unused medicines. To support these efforts, we
believe that it is critical to continue identifying
literature regarding court cases involving benzodiazepine
hypnotics and other drugs, such as psychotropics,
associated with high risks of inappropriate use. In this
way, legal problems related to pharmaceutical use may
be identified and further improvements can be made

to medical care quality.
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