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Executive Summary

Of the 1,330 drug-related deaths (DRDs) in Scotland in 2021, more than 900 involved the use of a
benzodiazepine. Tayside had the second highest proportion of DRDs that involved such drugs. This health
needs assessment aimed to describe both the quantitative and qualitative nature of benzodiazepine use
and its associated harms in Tayside, identify who has the most capacity to benefit from service change or
improvement, and what the health needs of this population are. This was conducted using a tripartite
approach: an epidemiological assessment using both routinely-collected and bespoke regional data, a
corporate assessment of the views and opinions of both professional and lived experience experts, and a
comparative assessment of the current evidence base for approaches to problem benzodiazepine use.

This assessment has demonstrated that most DRDs in Tayside involve the use of a benzodiazepine, the vast
majority of which involve at least one ‘street’ benzodiazepine, and that most of these involve etizolam. It
has also revealed that no more than 2% of the 295 benzodiazepine-related deaths occurring between 2018
and 2021 in Tayside could be linked to the deceased’s own prescription benzodiazepine. Further, all of
these deaths involved the use of at least one other class of drugs. The adverse outcomes associated with
benzodiazepines, similar to many substances, are concentrated in areas of deprivation, in early- to mid-
adulthood, and in males. Yet males are comparatively less engaged with specialist services than females.

The physical health needs of people who use benzodiazepines are mostly related to the degree of
pharmacological dependence, and therefore intensity of withdrawal syndromes, that has developed owing
to prolonged and high dose use. Yet there are very few, if any, treatment options available. Thereis a
demand for ‘benzodiazepine substitution therapy’, analogous to that provided for people who use opioids,
both in the community and as part of a residential programme. The lack of these options is perceived as an
illogical injustice given the treatment options available for opioid and alcohol dependence. The status quo
of self-managed downward tapering of ‘street’ benzodiazepine use, albeit with harm reduction support
from the third sector, is seen as unrealistic whilst ‘living in the madness’ of problem drug use.

People who use benzodiazepines consider underlying psychological trauma as a causal factor in their
dependence. Yet the mental health needs of this population remain largely unmet owing to their under-
appreciation, a scarcity of resources, and the paradoxical requirement of stability of illicit drug use as a
prerequisite to access statutory mental health services. The absence of a benzodiazepine-specific support
group, in the context of other substance-specific services, is viewed as a further inequality.

The harms extend beyond health. Reports of ‘street’ benzodiazepine use triggering extreme changes in
personality and out-of-character violent acts, often with significant memory loss, are concerning. The
social consequences of such effects include custodial sentences and important personal relationship
breakdown. An analysis of the effects on families, children and other dependents remains a future
research need. The pervasive effects of stigma, particularly in clinical settings, persists.

The evidence base for the treatment options for benzodiazepine dependence and withdrawal is lacking in
both quality and depth, particularly for pharmacological interventions. However, absence of evidence is
not evidence of absence, and the scale of benzodiazepine-related harms in Tayside provides an opportunity
for local and regional researchers and clinicians to be at the leading edge of developing new approaches.

Action is needed. The first step is recognition of the problem. The current focus of recovery-oriented
services on opioids and alcohol, with a relative neglect of the role of benzodiazepine use, is no longer
supported by the epidemiological evidence. Indeed, current service provision appears to be designed for a
pattern of drug use that is now several years out-of-date. A change in mindset, even in organisational
culture, may be required in order to appreciate and respond to the now distinctly polydrug nature of
substance use in Tayside.



Recommendations

= Adopt a change management approach to realign service provision to new patterns of substance use.
The current focus of services on opioids and alcohol, with a relative neglect of the role of
benzodiazepine use, is no longer supported by the epidemiological evidence. Indeed, current service
provision appears to be designed for a pattern of drug use that is now several years out-of-date.

= Enable and promote access to substance use services for people who use benzodiazepines as their
main or only drug. The current scenario of specialist support for problem benzodiazepine use,
including detoxification prescriptions, being dependent on co-existing problem opioid or alcohol use
amounts to an inequity in access to healthcare.

= Improve access to psychiatry, counselling, and psychological therapies with a focus on early
intervention. High rates of psychiatric comorbidities and experiences of underlying and neglected
trauma point to the existence of an unmet mental health need. Training of the wider workforce in
appropriate low-intensity interventions could mitigate the lack of resources in the short-term.

= Explore the role of residential rehabilitation in the management of ‘street’ benzodiazepine
dependence. The status quo of advising self-managed gradual dose reductions of ‘street’
benzodiazepines at home is not working, especially for people ‘living in the madness’ of problem drug
use. At the time of writing, there is an inpatient admission planned for just one patient with primary
benzodiazepine dependence. More will be required to determine the success of this approach.

= Expand the programme of assertive outreach, targeting the most under-served and at-risk
demographics. The success of the non-fatal overdose pathway should encourage further assertive
outreach action. Further original and innovative approaches are required, focussing on prevention and
the proximal origins of problem benzodiazepine use.

= Focus on gender-associated variation in access and outcomes for specialist substance use services.
The greater proportion of deaths yet lower engagement with services amongst men demands urgent
attention, alongside the particular needs of women in order to achieve positive outcomes.

= Consider formalising the line of communication between clinicians in the specialist statutory services
and professionals in the third sector. The degree of cooperation and flow of information between
clinicians and support workers is currently individual-dependent. A formal link would encourage the
provision of advice to those who are providing low-intensity but high-frequency interventions on the
‘front line’ and the provision of useful information on a client’s progress in the opposite direction.

= Establish a benzodiazepine-specific community recovery group. A specific group, focussed on the
experiences of people who use benzodiazepines, would facilitate the sharing of harm reduction best
practice and mitigate against the current lack of available treatment options alongside the psychosocial
benefits of bringing people with similar experiences together in a safe, trauma-informed environment.

= Take an active role in the generation of evidence for both psychosocial and pharmacological
interventions for problem benzodiazepines use, including collaboration with international partners.
The prevalence of benzodiazepine-related harms in Tayside, as well the high demand for new
treatment options, provides fertile ground for clinical research. This opportunity should not be wasted.

= Eradicate stigma from clinical environments. Stigma continues to affect people who use substance
use services and results in changes to health-seeking behaviour. The solutions cannot be dictated from
within; they lie with the people who experience this stigma. Their ideas include educating clinical and
support staff on how benzodiazepines affect the people who use them, placing peer workers within
clinical environments, and improving communication and explanation of management decisions.
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1. Introduction

1.1 Background

Drug-related deaths (DRDs) remain high in Scotland. Worryingly, this rise has accelerated in recent years.
Between 1996 and 2008, DRDs increased at an average rate of 8% per year whereas between 2013 and
2018 this yearly rate of increase was 18%.! In 2019, Scotland had the highest recorded rate of DRDs of any
nation in Europe, a rate that was more than 3% times higher than for the United Kingdom as a whole.?
Accordingly, there have been calls for the recognition of a national public health crisis.3* More than 900 of
the 1,330 DRDs recorded in Scotland in 2021 involved the use of benzodiazepines, representing some 69%
of these deaths.! This tells of the sharp rise seen over the last five years; prior to 2016 benzodiazepines
were implicated in fewer than 200 deaths annually (see Figure 1.1).}

The regional burden of harm in Tayside contributes much to the wider national picture. Between 2017 and
2021, Tayside had the third highest rate of DRDs of all NHS Scotland territorial health boards, behind only
Greater Glasgow & Clyde and Ayrshire & Arran, whilst Dundee City had the highest rate of any local
authority area in the whole of Scotland.? In 2021, Tayside had the second highest proportion of DRDs that
involved benzodiazepines of any health board area.! This national and regional pattern of benzodiazepine-
related harm was the impetus behind this health needs assessment.
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Figure 1.1. Number of drug-related deaths in Scotland, 1996 to 2021 (Source: National Records of Scotland?).



1.2 Aims, objectives and scope

1.2.1 Aims

This project aimed to describe the health needs of people who use benzodiazepines in Tayside in order to
inform future service provision and planning.

1.2.2 Objectives
= Conduct a background narrative review of the history of benzodiazepine use in Scotland.

= |dentify and collate existing routinely collected data sources, both national and regional, to describe the
scale of benzodiazepine use and its associated health and social harms, performing bespoke analysis of
these data where necessary.

= Consult a range of relevant stakeholders, including members of the Tayside community who use
benzodiazepines as well as both statutory and third sector service providers, to illustrate the
experience of problem benzodiazepine use in the context of local service provision.

= Conduct a rapid review of the published literature to explore the strength of evidence of existing and
novel treatment strategies for people with problem benzodiazepine use.

=  Make recommendations based on the findings of the above in order to inform local policy- and
decision-makers in their future service provision and planning.

1.2.3 Scope

Although the use of benzodiazepines has the potential to affect the health and social wellbeing of the wider
community, particularly close family and friends, this assessment focussed on the needs of the people who
use benzodiazepines themselves. Given the time and resource constraints of this project, a greater
emphasis was placed on their outcomes, experiences and needs, rather than the views and opinions of
other interested stakeholders or a thorough evaluation of the performance of current services. Further,
resources have not allowed for an economic analysis of current or potential services and their ability to
meet the needs identified in this assessment, this is therefore identified as a future study requirement.

The geographical scope includes the three local authority areas that comprise the NHS Scotland territorial
board area of Tayside, namely Angus, the City of Dundee, and Perth & Kinross. This board serves a total
population of 417,650, according to the National Records of Scotland mid-year population estimate for
2021.5



1.3 Methods

1.3.1 Need

Need is a multi-faceted concept that lacks one universal definition and interacts with, but is separate from,
the concepts of both supply and demand. A frequently adopted approach to conceptualising need,
particularly within the NHS, is to consider it as ‘the capacity to benefit’. This depends on both on the scale
of morbidity, in this case the harms associated with benzodiazepine use, and the effectiveness of
interventions and care.®

Bradshaw, in his ‘A taxonomy of social need’, defines four types of need which will be considered in the
context of this health needs assessment.” These are:

= Normative need: the need as defined by expert or professional judgement.
= Felt need: the perceived need of the individual i.e. want.
= Expressed need: a felt need turned into action i.e. demand.

= Comparative need: the need of a group not in receipt of a service that a similar group receives.

1.3.2 Health Needs Assessment

A health needs assessment is ‘a systematic method of identifying unmet health and healthcare needs of a
population and making changes to meet these unmet needs.’® It includes a quantitative approach to
enumerate the size and scale of the problem alongside a qualitative assessment of the nature and meaning
of the problem from the perspective of those who experience it.

A traditional approach, adopted for this health needs assessment, is to perform three parallel
assessments®:

= Epidemiological assessment: collating and triangulating multiple sources of data to describe the time,
place, and persons who are affected by the problem.

= Corporate assessment: ascertaining the views and opinions of a range of interested parties through a
period of stakeholder consultation and community engagement.

= Comparative assessment: identifying existing and emerging approaches to meet the needs of the
problem in different populations.

This health needs assessment is therefore presented in three main sections: a descriptive epidemiological
profile (the epidemiological assessment), a qualitative report following a period of stakeholder engagement
(the corporate assessment), and a rapid review of the published literature (the comparative assessment).
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2. Narrative Review

2.1 What are benzodiazepines?

Benzodiazepines are a group of drugs that were first chemically synthesised by the Austrian scientist Leo
Sternbach in the United States during the mid 1950s, the first of which to reach the market was
chlordiazepoxide (as Librium) in 1960, closely followed by the now ubiquitous diazepam (as Valium) in
1963, with many more following later.°1! These drugs almost entirely displaced the use of barbiturates, a
related class of drugs, from clinical practice in the UK owing to a lower risk of respiratory depression, and
therefore fatality in overdose, as well as a perceived lower likelihood of dependence.'12

Benzodiazepines exert their effects through augmenting the action of a neurotransmitter, a natural
chemical that aids in the transmission of messages between brain cells, called gamma-aminobutyric acid
(GABA).1113 GABA is an inhibitory neurotransmitter, meaning that it typically suppresses neuronal activity,
slowing down or stopping the transmission of messages in the brain, and therefore has a ‘general
quietening influence.”3* This is reflected in the desired therapeutic effects: anxiolytic (relief of anxiety),
hypnotic (promotion of sleep), myorelaxant (muscle relaxation), anticonvulsant (termination of fits or
seizures), and amnesic (the impairment of short-term memory).!* Situations in which they have clinical use
follow logically: anxiety and panic disorders, insomnia, muscle spasms, epilepsy, sedation or premedication
for minor procedures and operations, and in the treatment of alcohol withdrawal .46

There are currently 14 drugs in the class of benzodiazepines that are licensed for prescription in the UK.Y’
These agents differ in their pharmacokinetic and pharmacodynamic properties in terms of relative potency,
the time to onset of therapeutic or adverse effects, and the duration of these effects.'® In simple terms,
this divides benzodiazepines into long-acting drugs such as diazepam and chlordiazepoxide, intermediate-
acting drugs such as lorazepam, and short-acting drugs such as oxazepam and midazolam.*

Most benzodiazepines are ingested as oral tablets although, for the less common indications, intramuscular
and intravenous injections, rectal suppositories, and buccal formulations are available. According to the
British National Formulary (BNF), each individual drug is indicated only in certain conditions and under
certain circumstances although, importantly, not necessarily as the first-line option in each case.’” These
indications include:

= Anxiety: diazepam, alprazolam, chlordiazepoxide hydrochloride, clobazam, lorazepam, oxazepam.
= |nsomnia: nitrazepam, flurazepam, loprazolam, lormetazepam, temazepam.

= |nsomnia associated with anxiety: diazepam, oxazepam.

= Alcohol withdrawal: chlordiazepoxide hydrochloride, diazepam.

= Epilepsy or convulsions: clobazam, clonazepam, diazepam, lorazepam, midazolam.

= Panic disorders: clonazepam, diazepam, lorazepam.

=  Muscle spasm (various aetiologies): diazepam.

=  Pre-medication or sedation: diazepam, lorazepam, midazolam, remimazolam, temazepam.

The evidence for the use of benzodiazepines in a variety of other possible indications has been deemed
insufficient to recommend them for clinical use; these conditions include schizophrenia, restless legs
syndrome, delirium, and psychosis-induced aggression or agitation.>22

Prescribing benzodiazepines for such conditions is considered off-label prescribing i.e. ‘when used outside
the terms of its marketing authorisation, for example, by indication, dose, route or patient population.’??
The extent of off-label prescribing of benzodiazepines in the UK is unclear, although it may be particularly
prevalent in specialist psychiatric facilities.?* Evidence from Germany suggests a similar picture, whilst in
Spain the vast majority of off-label benzodiazepine prescriptions are due to the length of the prescription
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(see Section 2.2.3).2>26 A study from the North of England suggested that 0.69% of all GP-registered
patients were taking hypnotic medications for more than one year, far longer than the recommended two-
to-four weeks, translating to a very large amount of off-label prescribing at population scale.'” ?’

2.2 The adverse effects of benzodiazepines

2.2.1 Side effects

Given the mechanism of action and intended uses, the side effect profile of benzodiazepines is somewhat
predictable, albeit variable across the array of different agents according to their differing
pharmacokinetics. Loosely, these side effects comprise a subjective feeling of sedation and an objectively
measurable impairment in cognitive and psychomotor function.?® Commonly observed effects therefore
include decreased alertness, drowsiness and sleep disorders, agitation, confusion and memory problems, as
well as ataxia, tremors and visual disorders whilst respiratory depression can occur with very high doses or
intravenous use.’ Given this list of side effects, it is not surprising that certain secondary harms have been
associated with benzodiazepine use. These include, but are not limited to, minor injuries, cognitive failures
and road traffic accidents.?*32 Respiratory arrest and death, although possible in isolated benzodiazepine
toxicity, is more likely to occur with the co-ingestion of other depressants such as alcohol or opioids.33

A much less common side effect is the so-called ‘paradoxical reaction’ that has been observed with
benzodiazepines since very early in the history of their clinical use.3* Occurring in less than 1% of patients,
most paradoxical reactions are idiosyncratic and, as the term suggests, involve excitatory rather than
depressant effects such as talkativeness, emotional release, excessive movement, hostility and rage.* The
extremes of age, co-existing alcohol dependence, genetics, and psychiatric disturbances appear to be
predisposing factors although the underlying mechanisms remain unclear.?>3¢ The concern that such
disinhibited behaviour may lead to violent acts including assault (and even homicide) has been
acknowledged.436

2.2.3 Tolerance, dependence and withdrawal

Long-term use of benzodiazepines presents the nexus of additional risks relating to tolerance, dependence
and withdrawal. Tolerance describes the situation in which an individual requires an escalation in dose in
order to achieve the same intended effects.3” ‘Dependence syndrome’ and ‘withdrawal state’ have specific
definitions which are worth quoting in full from the International Classification of Diseases (ICD-10):

= Dependence syndrome: a cluster of behavioural, cognitive, and physiological phenomena that develop
after repeated substance use and that typically include a strong desire to take the drug, difficulties in
controlling its use, persisting in its use despite harmful consequences, a higher priority given to drug
use than to other activities and obligations, increased tolerance, and sometimes a physical withdrawal
state.3®

=  Withdrawal state: a group of symptoms of variable clustering and severity occurring on absolute or
relative withdrawal of a psychoactive substance after persistent use of that substance. The onset and
course of the withdrawal state are time-limited and are related to the type of psychoactive substance
and dose being used immediately before cessation or reduction of use. The withdrawal state may be
complicated by convulsions.3®

This constellation of adverse effects was recognised at least as early as the 1980s by long-term users of
benzodiazepines themselves with later controlled trials demonstrating that withdrawal symptoms could
occur even following therapeutic doses, thus indicating a level of dependence on the drugs.3® This was
formally recognised by the medical profession in 1988 with recommendations to restrict prescriptions to no
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longer than four weeks in anxiety and for intermittent use only in insomnia, for use only when symptoms
are severe and disabling or extremely distressful, for use at the minimum possible dosage necessary to
achieve the desired effects, and to always gradually taper off the treatment.*® This guidance remains in
place to this day and is repeated almost verbatim in the current issue of the BNF.%’

Tolerance to benzodiazepines appears to occur at different speeds to the different effects.3°4! Tolerance
can occur within days for the hypnotic effects and over several weeks to the anticonvulsant and
myorelaxant effects, whereas tolerance to the anxiolytic properties develops more slowly over several
months at which point continued use likely represents the avoidance of withdrawal symptoms rather than
treating anxiety itself.3® Perhaps more concerningly, tolerance to both the amnesic effects and cognitive
impairment appears absent and can result in ongoing long-term impairments.*244

Dependence and the withdrawal state are closely linked; the key sign of dependence being the
development of withdrawal symptoms when the dose is reduced or stopped altogether.'* Other signs of
dependence can be inferred despite continued use such as a reliance on regular repeat prescriptions,
unsuccessful attempts to reduce or stop dosing, continued high levels of anxiety despite dosing and, in
close relation to tolerance, escalation of the dose.*

The withdrawal state is highly variable but usually includes features of anxiety, sensory intolerance,
perceptual disturbances and often weight loss.'**¢ This can include certain characteristic symptoms such as
hypersensitivity to light and sound, tinnitus, feelings of ‘electric shocks’, tremors and myoclonic jerks, and
perceptual changes such as a feeling of motion or impressions of the walls and floors tilting.2447 48
Withdrawal states are more likely to occur in chronic use (e.g. longer than four months), when higher doses
are used, when a short-acting drug is used, and when the drug is stopped suddenly.**>° The course of this
withdrawal state is variable, with symptoms waxing and waning, and can last for many months.>?

In addition to acute withdrawal, a post-withdrawal state has been described that is related to, but
independent of, pharmacological dependence and may affect up to 10-15% of people withdrawing from
long-term benzodiazepine use.'* As well as including a protracted course of some of the acute symptoms
described above, other neuropsychological effects are seen such as emotional blunting, depression,
symptoms of post-traumatic stress, and memory and cognitive problems.'*>253 Of particular concern is the
apparent lack of recovery of cognitive skills at least six months after successful withdrawal from
benzodiazepines.*? 54

2.2.5 Mortality

Death from an isolated overdose of benzodiazepines is rare.>> The ensuing central nervous system (CNS)
depression from toxic doses of benzodiazepines more commonly presents as rousable unconsciousness
without significant physiological compromise.3®* Prominent symptoms correspond to the side effects
(referred to in Section 2.2.1) and include ataxia, slurred speech, and altered mental status.33 Respiratory
depression, and the subsequent risk of mortality, is much more common when other substances such as
alcohol or opioids are ingested concurrently (see Section 2.4).3336-58

Abrupt discontinuation of benzodiazepine use also presents a risk to life through the precipitation of
withdrawal seizures.>>®! Such events are more likely in those who have taken benzodiazepines for a long
time and at high doses although seizures have been observed in short courses and with recommended
doses.5? 63

Separate from situations of overdose and withdrawal, benzodiazepine prescriptions have been linked to
substantially increased mortality rates even when accounting for the poor health of those in receipt of such
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prescriptions.®*% However, other studies have not found the same alarming association and the wider
evidence base examining the independent effect of benzodiazepines on mortality remains limited.6-6°

2.3 Problem drug use

2.3.1 Terminology

The Scottish Drugs Forum (SDF) prefers the term problem drug use to other terms used widely in the
literature that are considered derogatory and stigmatising such as ‘abuse’ or ‘misuse’.”’? SDF state that
problem drug use is ‘wWhere a person’s substance use causes risk or harms to them or to other people and
they persist in use and if it becomes intensive or compulsive.’”®

2.3.2 Patterns and motivation

The liability of benzodiazepines to produce dependence and the associated withdrawal states points to
their inherent potential to result in problem drug use. The literature suggests that this typically takes one
of two patterns: sporadic use of benzodiazepines, often in high doses of illicit forms, in pursuit of the
desired psychoactive effects outside of a recognised medical indication, or prolonged regular use owing to
the development of dependence following treatment with benzodiazepines for, say, anxiety.**’* However,
dependence and problem drug use do not necessarily co-exist.*® For example, infrequent recreational use
of illicit benzodiazepines may not be due to, or increase the risk of, dependency. Conversely, a person who
has become dependent on benzodiazepines may not be using them in an intensive or compulsive manner
but rather through necessity to avoid the adverse withdrawal effects.

The motivations to use benzodiazepines also fall broadly into two groups that are largely analogous to the
above patterns: those seeking intoxication, and those seeking to self-medicate.”? Whilst self-medicating
with benzodiazepines to achieve the prescribed effects, namely in sleep disorders or anxiety, is the most
common motive reported in the literature, those who use benzodiazepines in a more recreational manner
also tend to display riskier drug-taking behaviour such as using higher doses, using illicit drugs, combining
with other substances, and using non-oral routes of administration.”®7* Recreational use is usually in
pursuit of one or more forms of intoxication: relaxation and ‘down time’, to get ‘high’ or augment the
effects of other substances, to alleviate the unpleasant effects of other substances, or to ‘come down’ from
the effects of stimulants.”>”®

In a more local context, ethnographic research from the east coast of Scotland has explored these patterns
and motivations in some detail.®° For the participants of this research, heroin was the most reported drug
of dependence but co-ingestion of benzodiazepines was often an everyday occurrence. Motivations for
this pattern of use included to ease stress, anxiety, loneliness, and painful or traumatic memories as well as
to achieve a feeling of pleasure and fulfilment or relaxation and calm in the midst of leading a chaotic and
volatile life. Alternatively, some reported purchasing benzodiazepines in order to self-detoxify from heroin
or alcohol dependence. Whilst pleasurable physiological effects of polydrug use (see below) were
reported, so were the severity of the side effects such as physical and psychological stress, hallucinations,
nausea, and memory loss.®° In the context of the COVID-19 pandemic, and given their ability to alter the
perception of time, benzodiazepine use became more frequent or chaotic as a response to heightened
feelings of anxiety, isolation, loneliness and boredom as well as the fluctuating and inconsistent supply of
substances.®!
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2.4 Polydrug use

The European Monitoring Centre for Drugs and Drug Addiction (EMCDDA) refers to polydrug use as ‘the use
of more than one drug or type of drug by an individual either at the same time or sequentially.’® This can
pose multiple risks such as dangerous interactions between drugs, a greater risk of accident and injury, and
a greater risk of fatal and non-fatal overdose. The most important interacting drugs that are commonly co-
ingested alongside benzodiazepines are discussed here.

2.4.1 Opioids

Concurrent use of benzodiazepines and opioids, such as heroin, methadone or buprenorphine, is common
in many parts of the world.*® Reasons for this might include the potentiating effect that benzodiazepines
have on opioids, the perceived benefit of both of these medications for chronic pain, and, as for
benzodiazepines generally, self-medication of underlying mental health problems such as mood disorders
and anxiety.83-%7

Opioids depress respiration via a separate mechanism to that of benzodiazepines and so these drugs have
additive inhibitory effects on breathing. Therefore, co-ingestion increases the risk of fatal respiratory
depression.®® There is mounting evidence that benzodiazepines contribute significantly to opioid-related
deaths with one estimate suggesting the risk of death is 2.5 times higher when benzodiazepines are co-
ingested compared to taking opioids alone.?9°° Co-ingestion also makes it less likely that standard doses of
naloxone, an opioid antagonist, will be able to reverse respiratory depression in the event of opioid
overdose.’® The life-threatening nature of this combination is reflected in the statistics presented in a
comprehensive review by Jones et al in 2012: benzodiazepines were identified in 50-80% of heroin-related
deaths, 40-80% of methadone-related deaths, and up to 80% of buprenorphine-related deaths.>®

There are also less acute harms related to benzodiazepine and opioid co-ingestion. For example, it has
been observed that people on opiate substitution therapy (OST) who also use benzodiazepines have poorer
outcomes related to general health, legal problems, and alcohol use.”®°? Similarly, this population is more
likely to experience overdoses, be exposed to blood-borne viruses, report psychiatric comorbidities, and
have longer periods of dependence on opioids than those not taking benzodiazepines.”3%?

2.4.2 Alcohol

As both benzodiazepine and alcohol use are highly prevalent, the number of concurrent users of these
substances can be reasonably assumed to be high.?®* Rates of benzodiazepine use are higher in people
considered to have unhealthy alcohol use or alcohol dependence.?*°® Unfortunately, these substances
often produce adverse additive effects due to their common action in enhancing GABA-mediated responses
in the CNS raising the risk of overdose.?”®® Indeed, high doses of benzodiazepines are often used alongside
alcohol in people with problem drug use to deliberately increase the intoxicating and sedative effects.”
Similarly, the clinically meaningful anxiolytic effects of alcohol lead many anxious patients to self-medicate
with alcohol, perhaps in addition to prescribed or illicit benzodiazepine use.®®

Not only are the effects additive, but acute ingestion of alcohol may impair the clearance of certain
benzodiazepines, prolonging their effects.®® Conversely, chronic alcohol use increases clearance, possibly
as a result of desensitisation, and may result in decreased therapeutic efficacy of benzodiazepines.® The
additive effects of this combination have been observed even with therapeutic doses of benzodiazepines
and in low blood alcohol concentrations suggesting a potential for negative consequences despite a low
perception of risk.0?
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Predictably, several harms have been associated with alcohol and benzodiazepine combination use. For
example, the enhanced sedation and psychomotor impairment can have disastrous consequences on
driving ability and is associated with higher rates of road traffic collisions.%%-1%3 Combinations of
benzodiazepines and either alcohol or opioids has also been linked to an increase in risk of serious
outcomes following emergency department visits such as hospitalisation and, rarely, death.1%* This
combination may also be particularly likely to result in the paradoxical reactions discussed above.”
Excessive sedation and problems with coordination are of particular concern in older people given the
changes in distribution and metabolism of both of these substances in advanced age.%> Most concerningly,
the risk of death is increased when benzodiazepines are consumed with alcohol, compared to when the
drug is consumed in isolation.%® The presence of alcohol and benzodiazepines in post-mortem forensic
toxicology is common.1%?

2.4.3 Gabapentinoids

The gabapentinoid drugs, gabapentin and pregabalin, are antiepileptic drugs that are also used as
treatment options in neuropathic pain and anxiety disorders.'” 1% They share similarities with
benzodiazepines in that they act as CNS depressants via their effects on various neurotransmitters and may
also result in sensations of dissociation, relaxation or euphoria, particularly in early use.10%-111
Gabapentinoids have similarly been associated with a constellation of adverse effects such as increased
risks of suicidal behaviour, unintentional overdoses, physical injuries, and road traffic accidents and
offences.!!!

From 2006 to 2016, prescriptions of gabapentin in Scotland increased four-fold with a greater rate of
increase observed for prescriptions of pregabalin.'!? This is despite the now widely recognised potential for
dependence, withdrawal, and ultimately problematic use.!*3'1> Such problematic use may occur for
reasons of recreation, self-medication or intentional self-harm and commonly co-exists in combination with
the use of other substances especially opioids, benzodiazepines and alcohol.'*® The rate of co-prescription
of a benzodiazepine in those who have received at least one prescription for a gabapentinoid in NHS
Tayside and NHS Fife has been observed as greater than one in four.1?

Whilst there is little literature on the specific effects of concomitant use of benzodiazepines and
gabapentinoids, the BNF recognises that interactions between these drugs may impair the ability to
perform skilled tasks, such as driving, owing to their common effects on CNS depression.?” Furthermore,
both gabapentin and pregabalin both carry warnings from the Medicines & Healthcare products Regulatory
Agency (MHRA) due to the risk of causing severe respiratory depression, a risk which is logically additive to
that of benzodiazepines.1t7 118

2.5 Vulnerable groups

2.5.1 Older people

The nervous system in older people is more sensitive to the effects of benzodiazepines and, according to
the BNF, their use should be avoided in elderly patients due to the greater risk of adverse effects such as
ataxia and confusion.?” Consequently, the use of benzodiazepines has been linked to an increased risk of
falls and up to a 50% increase in the risk of hip fractures in this population.%>-12

There is a wealth of evidence that demonstrates an increased risk of dementia in older people who use
benzodiazepines.'?>1?® The causal mechanism of this relationship however remains unclear whilst other
well-designed studies have failed to find the same effect.'?®12° Others have pointed to the potential of
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reverse causation or protopathic bias i.e. the possibility that the early symptoms of what would later be
diagnosed as dementia have in fact resulted in treatment with a benzodiazepine.3°

Nevertheless, the increased risk of adverse events in the over-60s has led some to conclude that any
benefit gained from treatment is outweighed by the cost in risks.'3! Therefore, it has been recommended
that in this population only short-acting benzodiazepines are used and in small doses for only short periods
of time.13?

2.5.2 Women

In Scotland, women were 1.8 times more likely than men to be prescribed a benzodiazepine in 2019/20,
with 6.3% of all adult females receiving such a prescription.!3® The reasons for gender differences in
benzodiazepine consumption are multifactorial and incompletely understood. Male prescribers have been
observed to be more likely to prescribe benzodiazepines, particularly to female patients.*3*13¢ Non-medical
or illicit benzodiazepine use has been strongly associated with ‘anxiety sensitivity’ (a belief or fear that
anxiety symptoms themselves have harmful consequences) in women but not men indicating a possible
gender difference in motivation to use benzodiazepines.'¥”-13 In France, women appear more likely to have
long-term benzodiazepine use compared to men, with gender interacting with age, socioeconomics and
mental health factors.*® Young women in Spain were observed to be more likely to have problem
benzodiazepine use than young men.**! In the US, problem benzodiazepine use was highly prevalent in
both men and women being treated for other substance use disorders, although women were more likely
to report greater anxiety, drug-craving, and benzodiazepine use as a coping strategy compared to men.'*

A recognised driver of drug use that exhibits a particularly gendered pattern, being much more common in
women, is experience of inter-personal violence (IPV). Rates of prescriptions for ‘potentially addictive’
medications, including benzodiazepines, have been observed as between two to four times higher in
women with experience of IPV compared to other women, even after accounting for factors such as
musculoskeletal pain, mental distress, and sleep problems.**? Similarly, a history of IPV, child abuse, and
adult sexual assault have all been linked to increased use of psychotropic medications.*3#* Further, in a
study of women experiencing recent partner violence victimisation, non-medical use of sedative-hypnotics
and opiates was associated with cumulative exposure to IPV.14

Women also experience barriers to accessing, and remaining in, treatment differently to men.1#¢47 |n
particular, women are more likely to report family responsibilities, relationship factors, mental health, and
a higher degree of perceived stigma as barriers to accessing services when compared to men, 146148
Traditional gender roles and motherhood, including the availability of childcare and the legal and social
implications of drug use regarding child protection, are important additional factors related to treatment
access for women. 47149150 \Women are also more likely to have their initiation and continuation of their
drug use, and access to treatment, controlled or influenced by their partners.ts?

Another vulnerability unique to women is the potential risk benzodiazepines pose during pregnancy.
Whilst there appears not to be an additional risk to the mother, the BNF warns against regular use during
pregnancy due to the risk of neonatal withdrawal symptoms and, if used in high doses late in pregnancy, a
risk of neonatal respiratory depression.’” The evidence for other neonatal outcomes suggests that rates of
congenital malformations are not increased whilst the use of benzodiazepines is associated with an
elevated risk of both pre-term birth and low birth weight.1>%1>8

However, whilst the use of benzodiazepines appears to be more prevalent in women, the distribution of
serious adverse outcomes does not follow the same gendered pattern. In Scotland, it was men who
accounted for 72.5% of sedative/hypnotic-related hospital stays in 2020/21 and 74% of benzodiazepine-
implicated deaths over the same time period.'*® This suggests that the association between
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benzodiazepine-related harms and gender is complex and is moderated by a multitude of possible factors.
These may include variations in health-seeking behaviour, access to services, risk appetite, motivations for
substance use, polydrug use (particularly concomitant opioid use), and underlying psychiatric comorbidities
as well as internalised prescriber bias and stereotyping. Consequently, it may be that men and women are
vulnerable to different patterns of harms rather than one gender being more vulnerable than the other.
Considering the influence of gender on the patterns and harms associated with benzodiazepine use is
therefore likely to be important in assessing the health needs of this population.

2.5.3 People with mental health conditions

The use of benzodiazepines in people with mental health conditions presents a delicate balance of risks and
benefits. Whilst they can be effective treatments in certain psychiatric conditions as discussed above, the
risk of exacerbating commonly co-existing substance use disorders or provoking an initial instance of
problem drug use in this population is not negligible.'>®

Benzodiazepines are commonly prescribed to people with a severe mental illness and, despite an elevated
risk of problem drug use, are even more commonly prescribed if a substance use disorder is also present.®°
161 | ong-term treatment with benzodiazepines in conjunction with antidepressants is common in mental
health settings despite being against prescribing guidelines.'®? Analysis from England has shown that those
GP practices with a high prevalence of serious mental illness exhibit higher volumes of anxiolytic and
hypnotic drug prescriptions, whilst evidence from Norway and Japan has demonstrated that the presence
of a psychiatric illness is an independent risk factor for ‘excessive’ or long-term use,'63-166

Not only does a psychiatric diagnosis appear to predict problem benzodiazepine use, the use of
benzodiazepines presents particular risks to people with such diagnoses. For example, benzodiazepines
have been observed to aggravate the severity of an existing depressive illness.'®” In people with a diagnosis
of bipolar disorder, benzodiazepines have been linked to a greater risk of a mood episode, increased levels
of anxiety and depressive symptoms including suicidality, and a more severe and complex course of
illness.'%8 162 Similarly, they have been associated with a higher frequency of aggression, disinhibition and
depression in people with panic disorder with agoraphobia.’® Concerningly, amongst people with
schizophrenia, benzodiazepines have been associated with an increased risk of death, particularly from
suicide.*”* More generally, benzodiazepine use amongst people attending psychiatric outpatient services
has been linked to higher rates of deliberate self-poisoning, even after accounting for depression.'”?

2.5.4 The prison population

Problem drug use is highly prevalent in the newly remanded prison population and is likely to be
significantly underestimated.?’® Without a dedicated detoxification programme, people in prison are likely
to either continue to use drugs, often illicitly, or face dangerous untreated withdrawal syndromes.’3174
Analysis of the health outcomes of incarcerated populations in Scotland, England and Wales, as well as
further afield, has consistently shown that adults released from prison are at a much higher risk of non-fatal
overdose and drug-related death in the two weeks immediately following release from prison.’>1° The
precipitating factors are likely to include the loss of tolerance to substances following incarceration, the
psychological and social stress that occurs upon leaving prison, and the possibility of a desire for
‘celebratory fix’ following release.!80 181

Regarding specific substances, opioids are most commonly implicated in the above outcomes although
benzodiazepines have been found in combination with opioids in a significant proportion of cases.?”” The
analysis from England and Wales demonstrated particular gender differences in that DRD in men were
more likely to involve opioids whereas those amongst women were more likely to involve benzodiazepines,
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cocaine, and antidepressants.'’® One study originating from an all-male high-security prison in Greece
compared the characteristics of those who used benzodiazepines at therapeutic doses to those who did not
use them at all.’® The authors found that those who used benzodiazepines were more likely to score
highly for anxiety and depression on validated measurement scales as well as being more likely to have a
history of psychiatric hospitalisation, and illicit and intravenous drug use amongst other characteristics.8

2.6 ‘Prescribable’ and ‘street’ benzodiazepines

Public Health Scotland draws an important distinction between ‘prescribable’ and ‘street’ benzodiazepines.
‘Prescribable’ refers to those drugs which are both licensed and widely prescribed (see Section 2.1)
whereas as ‘street’ refers to those which are either not licensed for prescription in the UK or are believed
to have originated from an illicit source (e.g. diversion or illegal importation or production).'® In Scotland,
the rise in these ‘street benzos’ is in large part due to the recent history of prescribing patterns and
national drug policy.'8

Initially, much of the illicit market was dominated by diverted prescribable drugs, however, it was in the
2000s when concerns regarding increased dependence on diazepam and the associated withdrawal effects
prompted a shift in clinical guidance which began to curtail prescription rates in primary care, thus reducing
the supply to a growing and now decades-old demand.'®+-18 |t was a global illicit market that met this
demand via the introduction of novel (or new) psychoactive substances (NPS), a group of drugs to which
‘street benzos’ belong and that also includes synthetic cannabinoids and other so-called ‘legal highs’.®’

The recent rise in benzodiazepine-related deaths coincided with this broad decrease in the overall rates of
prescriptions over the last ten years.'8 Similarly, the proportion of people with problem drug use being
treated in specialist centres receiving a prescription for diazepam fell from 27% in 2005/06 to 9% in
2019/20.® This reduction not only served to deny those dependent on benzodiazepines of their supply
but forced the suppliers, who previously dealt in diverted prescribable (and therefore of known quality and
potency) medicines, to look for more dangerous illicit alternatives.'®*

The first such alternative to emerge in Scotland was a benzodiazepine first developed in the Soviet Union,
phenazepam, which is now produced in the Russian Federation and Belarus, where it is available through
prescription, as it is in the Baltic states.!®® Despite never having received marketing authority in the UK, it
was detected in numerous police seizure operations in Scotland between 2008 and 2011 where it appears
to have been marketed as counterfeit diazepam.®1%° Subsequently, phenazepam-related deaths were
first recorded in 2011.%°! Phenazepam found its way onto the streets of Scotland, and other countries, via
the unregulated online marketplace in several forms: a powdered ‘research chemical’, as 1mg tablets
diverted from Russia, in combination with other active ingredients, as counterfeit diazepam, and as a
solution in dropper bottles or resealable vials.**® In response, the UK Home Office placed a ban on the
importation of phenazepam in 2011 and it was controlled as a Class C drug in the UK in 2012. In turn,
phenazepam-related deaths subsequently declined.?®? Yet this did not translate into a decline in overall
benzodiazepine-related deaths.? The market simply adapted to the new regulations and another
benzodiazepine emerged on the streets in Scotland: etizolam.

Etizolam was developed in Japan in the 1980s where, as well as in Italy and India, it continues to be
legitimately prescribed.'®® Despite only first being detected in the UK in 2012, when it was implicated in
just a single DRD, it was subsequently implicated in 806 of the 1339 DRD in Scotland in 2020, representing
some 60% of all DRD (although only 1% involved etizolam alone).2# In contrast, diazepam was implicated
in just 14% of DRD in the same year.?2 Between April 2019 and March 2020 Police Scotland seized 5.3
million etizolam tablets, accounting for 94% of all benzodiazepine seizures in Scotland in 2019/20.1** The
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rapid rise in prominence of etizolam is due to a number of factors. When purchased in bulk, a 1mg tablet
of etizolam (equivalent to a 10mg tablet of diazepam) can cost as little as 5 pence.'®> Originally, it was the
finished product in the form of whole tablets that was imported from overseas and resold on the street.
Now, supply has shifted to a domestic production model, much of which is located in the west of Scotland,
using bulk powder ordered from China and processed using multi-station rotary pill presses to form vast
quantities of cheap tablets.’®® This illicit domestic production of counterfeit medications has resulted in
consumers ingesting unknown quantities of active substances per dose. This so-called ‘consumption
roulette’, in combination with the widespread availability and the low street-level cost of etizolam, in large
part contributes to the high rates of benzodiazepine-related deaths in Scotland.8

2.7 Current legal and policy context

2.7.1 The law

Drug laws in Scotland are reserved to the UK Government. Under such laws, all benzodiazepines are
considered ‘prescription only medicines’, meaning they must be prescribed by a doctor or another suitably
qualified professional and can only be legally supplied by a pharmacist.'®” 2% Correspondingly, most
benzodiazepines are controlled under Schedule 4 Part 1 of the Misuse of Drugs Regulations 2001 (MDR)
meaning that they can only be possessed under a prescription.'®® Outside of a prescription, the Misuse of
Drugs Act 1971 (MDA) (which divides drugs into three categories, Classes A, B and C, according to their
potential for harm to the user or wider society) classifies benzodiazepines as Class C drugs meaning the
maximum sentence for possession is two years’ imprisonment whilst supplying or producing the drugs is 14
years imprisonment and a fine.2® However, maximum sentences are rarely used.?! NPS-type
benzodiazepines not covered under the above laws are likely to be covered under the Psychoactive
Substances Act 2016 which similarly makes it an offence to supply, produce, import or export such
substances and carries a maximum sentence of seven years.?%?

The Advisory Council on the Misuse of Drugs (ACMD) is a non-departmental public body that makes
recommendations to the UK Government on dangerous or otherwise harmful drugs, including their
classification, scheduling and control under the above Acts and Regulations. In December 2016, ACMD
made recommendations to control etizolam, and 15 other closely related NPS-type ‘designer
benzodiazepines’, largely in response to its growing prominence in the illicit drug trade within Scotland and
the associated DRD.?%* This recommendation was accepted by the Home Office and these substances were
placed under Schedule 1 of the MDR (no recognised medicinal use) and made Class C drugs under the MDA.
Following a further self-commissioned review 2020, a further three benzodiazepines were similarly
regulated.?%*

2.7.2 Current Policy

The UK and Scottish Governments’ approaches to problem drug use differ markedly. The former pursues a
predominantly criminal justice approach, with drug policy set by the Home Office, whereas the latter uses a
public health approach with responsibility for drugs policy lying with the Minister for Public Health, Sport
and Wellbeing.?%> The differences in these approaches were discussed in depth during the Scottish Affairs
Select Committee’s inquiry into problem drug use in Scotland in 2019.2%> Nevertheless, criticism has been
levelled at both Governments with the notion that policies from both approaches have contributed to do a
crisis that has been decades in the making.!84

The Scottish Government’s current policy on drugs and alcohol was laid out in the 2018 national strategy
paper: ‘Rights, Respect, and Recovery’.?%® This was updated with a ‘National Mission’ statement by the First
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Minister in 2021 at the same time as the new dedicated role of Minister for Drugs Policy was created.?%”
This outlined the additional funding made available and placed a focus on improving access to and
retention in treatment and support services, reducing stigma, and improving co-operation between
agencies and organisations including the third sector. One specific policy of note is the commitment to
implement the evidence-based medication-assisted treatment (MAT) standards developed by the
Ministerial Drug Deaths Task Force (DDTF) that was set up in June 2019 in response to the rising numbers of
DRD.2%%8-211 DDTF refer to MAT as ‘use of medication, such as opioids, together with any psychological and
social support, in the treatment and care of individuals who experience problems with their drug use.’?!?

Whilst it is implicit and, in places explicit, that the implementation of the MAT standards has been centred
around opioid use, benzodiazepines were acknowledged by the First Minister as a significant issue that
requires both law enforcement action to reduce supply and the development of treatment options to stem
demand.?” DDTF, with Public Health Scotland, established a benzodiazepines working group that has since
published an interim guidance document for a specific MAT standards-informed harm reduction approach
to benzodiazepine use.?!3 DDTF has also outlined further actions it is taking or intends to take in order to
meet the ‘benzos challenge’ such as raising stakeholder awareness, commissioning focussed research,
establishing a drug testing service for Scotland, developing a community harm reduction training package,
and reducing the availability of large pill press machines.?!*

2.8 Summary

The literature and evidence discussed here paint a troublesome picture of benzodiazepine use. However, it
is important to recognise that benzodiazepines, when used as recommended, are a safe and efficacious
medicine that can alleviate symptomatic distress for many. Silberman and colleagues from the
International Taskforce on Benzodiazepines caution that contemporary discussion has been negatively
biased against benzodiazepines and attempt to correct several prominent misconceptions regarding the
risk of problem drug use.?*> In particular, they point to the evidence that suggests problem benzodiazepine
use is relatively uncommon in those without a prior history of other problem substance use, and to the fact
that the risk of death in benzodiazepine overdose is minimal outside of the circumstances of polydrug
overdose, namely with alcohol or opioids.?*> Others have agreed that the risks have been overstated and
suggest that benzodiazepines are an important option in a number of disorders.?1627

However, these arguments have, in turn, been argued against and the central premise that tolerance does
not develop to the anxiolytic effects of benzodiazepines refuted.?*® Regardless of the exact degree of risk
that benzodiazepine use will result in significant harm, the current context of DRD in which
benzodiazepines are implicated in Scotland is concerning and worthy of further investigation and
appropriate action at both national and regional level. As the First Minister stated in her National Mission
statement, every single drug-related death “was a human being with dreams and aspirations, talent and
potential ... each of them left a hole in the lives of those who loved them ... we must do much more to
make sure others don’t suffer the same fate.”207
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3. Epidemiological Assessment

3.1 Approach

Epidemiology has been defined as ‘the study of the distribution and determinants of health-related states
or events in specified populations, and the application of this study to the control of health problems.’?°
For this needs assessment, the ‘health-related state’ is the use of benzodiazepines and its subsequent
health and social harms, whilst the ‘specified population’ is that which resides within the territorial board of
NHS Tayside.

Studying the distribution of benzodiazepine use and its associated outcomes, as with other substances, is
notoriously difficult due to the largely hidden, stigmatised, and illegal nature of such behaviour.
Furthermore, people who use illicit substances often belong to marginalised communities, lead chaotic
lives, and may have little interaction with statutory services or other bodies that routinely collect data.

This epidemiological profile therefore relies upon the triangulation of multiple routinely-collected national
and local data sources. They provide an insight into the patterns of benzodiazepine use and its related
harms, but should be interpreted in the context of the limitations of using such data. The data collection
methods involved in each source are briefly discussed to allow the reader an appreciation of the relevant
accuracy, validity and generalisability of the presented statistics.

The information is organised into three sections:
= Estimations of the scale and prevalence of benzodiazepine use.

= Adescription of the burden and rates of benzodiazepine-related health and social outcomes, including
how this differs according to certain socio-demographic characteristics, namely age, sex, deprivation
and location.

= An exploration of the available data with a focus on certain vulnerable groups, namely older people,
women, people with mental health conditions and the prison population.
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3.2 Key findings

3.2.1 Use of benzodiazepines

The estimated prevalence of problem drug use (opioids and/or benzodiazepines) in Tayside is higher
than the national average, much of which is accounted for by the high prevalence in Dundee City.

Most of the people who use illicit benzodiazepines in Tayside also consume other substances, most
commonly opioids but also gabapentinoids and psychostimulants (mostly cocaine).

Of the people seeking help for their illicit drug use in Tayside, approximately one third use
benzodiazepines as their main drug.

The practice of injecting benzodiazepines is very rare in Tayside.

Prescriptions of ‘hypnotics and anxiolytics’, which includes benzodiazepines, have fallen very slightly
over the last ten years in Tayside.

3.2.2 Benzodiazepine-related outcomes

Between 2017 to 2021, Tayside had the third highest age-standardised drug-related death rate of any
NHS Scotland territorial board area. Most of these deaths were concentrated in Dundee City, which
had the highest rate of any single local authority area in Scotland.

Benzodiazepines were implicated in 88% of all drug-related deaths in Tayside between 2018 and 2021,
second only to opioids. 92% of these deaths involved at least one ‘street’ benzodiazepine.

All of the deaths involving benzodiazepines between 2018 and 2021 also involved another substance.

Benzodiazepines were the most commonly reported drug involved in non-fatal overdoses (NFODs)
whilst a dramatic rise in benzodiazepine-related hospital stays has also been observed since 2016/17.

Only around 2% of the deaths in which benzodiazepines were implicated could be linked to the
deceased person’s own prescription benzodiazepine.

3.2.3 Socio-demographics and vulnerable groups

Within Tayside, problem drug use is highest in Dundee City, in males, and in the 25-34 years age group.
Prescriptions for benzodiazepines are much more common in females and in older age.

Males accounted for over 70% of all benzodiazepine-related deaths and hospitalisations from 2018 to
2021. However, benzodiazepines were more likely to be implicated in DRDs in females.

The 35-44 years age group represents the largest proportion of both benzodiazepine-related deaths
and hospital stays in both males and females.

Fewer males than females who are at risk of adverse benzodiazepine-related outcomes are known to
specialist drug services.

Benzodiazepine-related deaths and hospitalisation are heavily concentrated in the most deprived
areas, and in Dundee City in particular.

Over 70% of people who succumbed to a benzodiazepine-related death had a psychiatric condition.

Benzodiazepine use is particularly prevalent in the population of offenders entering prison, nationally
and in Tayside. Nearly half of all prisoners in Tayside report having ever used illegal drugs whilst in
prison.
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3.3 Prevalent use of benzodiazepines

3.3.1 Estimated prevalence of problem drug use

Information Services Division (ISD) Scotland, now part of Public Health Scotland (PHS), conduct a study to
estimate the national and local prevalence of problem drug use in 15- to 64-year-olds every three years.
The latest publication released in 2019 covered the period from April 2015 to March 2016.22° Using
capture-recapture statistical techniques to estimate this prevalence, this study itself relied on data from
three sources: registrations with specialist drug treatment services, drug-related hospital admissions, and
Criminal Justice Social Work (CISW) reports. Problem drug use was defined as ‘the problematic use of
opioids (including illicit and prescribed methadone use) and/or the illicit use of benzodiazepines, and
implies routine and prolonged use as opposed to recreational and occasional drug use.”??® Whilst this
definition does not isolate benzodiazepines, the high rates of opioid and benzodiazepine co-consumption
across Scotland, as discussed above and demonstrated below, ensure that these statistics are nonetheless
insightful.

The study estimated the problem drug use population in Tayside to number 4,600 people at a prevalence of
1.73%, using the mid-year population estimate from the National Records for Scotland as the denominator.
Figure 3.1 displays this prevalence, as well as that of the three constituent local authority areas, relative to
other NHS territorial boards and against the estimated national prevalence of 1.62%.

NHS Greater Glasgow & Clyde
NHS Ayrshire & Arran
NHS Lanarkshire

NHS Tayside |
Perth & Kinross
Dundee City
Angus

Scotlan cl |

NHS Lothian
NHS Forth Valley
NHS Dumfries & Galloway
NHS Fife
NHS Shetland
NHS Grampian
NHS Highland
NHS Borders
NHS Western Isles
NHS Orkney

Area of Residencee

0.0% 0.5% 1.0% 1.5% 2.0% 2.5%
Estimated Prevalence of Problem Drug Use

Figure 3.1. Estimated prevalence of problem drug use (opioids and/or benzodiazepines) in people aged 15 to 64 years
by area of residence in 2015/16. (Source: 1ISD?2°).

Figure 3.1 demonstrates that whilst Tayside has an estimated prevalence of problem drug use that is higher
than the national average, this is largely accounted for by the much higher prevalence in Dundee City
(2.30%) compared to Angus (1.10%) and Perth & Kinross (1.60%), both of which have an estimated problem
drug use prevalence below that of the national average. Similarly, it is males (2.44%) that appear to
contribute disproportionately to the overall estimate compared to females (1.04%). The variation in
estimated prevalence by sex across the three local authority areas ranges from 0.66% in females in Angus
to 3.28% in males in Dundee City. Regarding age, in all three council areas, and in both sexes, estimated
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prevalence was highest in the 25-34 years age group (3.65% in males and 1.98% in females) when
compared to 15-24 years and 34-65 years.

It is important to acknowledge that these estimates are now several years out-of-date. The statistics on
both deaths and hospital stays involving the use of benzodiazepines (presented below) indicate that rates
of benzodiazepine-related outcomes are likely to have increased markedly since 2015/16. Therefore, the
above estimates of prevalent use are likely to be considerable underestimations in relation to prevalent
benzodiazepine use.

3.3.2 Self-reported lllicit Benzodiazepine Use in Scotland

The Scottish Crime and Justice Survey (SCIS) is a nationally representative random sample social survey of
public experiences and perceptions of crime, completed face-to-face in approximately 6,000 respondents’
(aged 16 years and above) homes each year.??! The method of sampling uses a minimum effective sample
size for each Police Division to ensure adequate precision and national representation. The survey also
includes self-completed modules on topics of a more sensitive nature. Results of these modules are
published biennially to provide suitable sample sizes as some respondents choose not complete the self-
completion questionnaire. One such module concerns self-reported drug use in the 12 months prior to
interview.

Whilst regional results are not routinely published, overall reported illicit drug use had increased from 9.5%
of respondents in 2017/2018 to 13.5% in 2018/20 in Scotland. Of those who reported such use, 8.3%
reported using benzodiazepines (without a prescription) compared to 58% for cannabis, 38% for
prescription painkillers not prescribed to the respondent, 22% for cocaine, and 2% for heroin amongst
many others. Figure 3.2 displays the percentage of all SCJS respondents who reported using
benzodiazepines without a prescription in the four most recent self-completion survey periods.

1.6%
1.4%
1.2%
1.0%
0.8%

0.6%

Percentage of Respondents

0.4%

0.2%

0.0%
2012/13 2013/14 2014/15 2015/16 2016/17 2017/18 2018/20

Survey Period*

—B—Total --0-- Male - O Female
Figure 3.2. Percentage of all Scottish Crime and Justice Survey respondents reporting using benzodiazepines without a
prescription in the last four completed surveys. (Source: SCJS?21). *2018/20 is a two-year period.
When asked as part of the SCJS 2018/20, 1.1% of the 9,952 respondents across Scotland reported using
benzodiazepines without a prescription in the 12 months prior to the interview. This figure was 1.5% in
males and 0.8% in females. Further sociodemographic differences are presented for the last two survey
periods in Table 1.
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Higher rates of reported benzodiazepine use were seen in both survey periods amongst males, younger
respondents, those living in more deprived and urban areas, and respondents who reported living with a
disability or who reported being a victim of crime. Across all sociodemographic characteristics, the
percentage of respondents reporting benzodiazepine use had increased in 2018/20 from 2017/18, expect
amongst rural respondents.

Table 3.1. Sociodemographic differences in the percentage of SCJS respondents reporting
use of benzodiazepines without a prescription in the 12 months prior to the interview.

2017/18 2018/20 2017/18 2018/20

TOTAL 0.7% 11% 1 TOTAL 0.7% 1.1% T
Gender Urban/Rural

Male 0.8% 15% 1T Urban 0.7% 1.3% T

Female 0.6% 08% 1 Rural 0.3% 03% <«
Age Disability

16-24 1.5% 27% 1 Yes 1.2% 1.9% T

25-44 1.2% 1.7% 0 No 0.5% 0.7% 0

45-59 0.2% 08% 1T Victim Status

60+ 0.1% 02% 1 Non-victim 0.6% 0.9% )
Deprivation Victim 1.4% 3.0% 0

15% most 1.1% 21% 1

Rest 0.6% 1.0% 0
(Source: SCIS?21) The methods used to categorise respondents can be viewed in the Technical

Report.222

3.3.3 Community prescription dispensing

Another source of estimating prevalent use, albeit of only ‘prescribable’ benzodiazepines, is the Prescribing
Information System (PIS). It provides information on all prescriptions dispensed in the community in
Scotland which, for benzodiazepines, is summarised by PHS in a routine statistical report on medications
used in mental health, the latest of which was covers the period from 2010/11 to 2019/20.22® Statistics are
presented as Defined Daily Doses (DDD), a metric developed by WHO and defined as ‘the assumed average
maintenance doses per day used on its main indication in adults’. Whilst this is not an exact measure of
drug prescriptions or indeed use, it provides a fixed estimate which, importantly, is comparable over time
and between regions. Information is provided for the drug class of ‘hypnotics and anxiolytics’” which
includes, but is not limited to, benzodiazepines. These statistics are therefore likely to be overestimations
of benzodiazepine prescriptions.

Figure 3.3 presents the DDD per 1,000 population per day for Tayside and the whole of Scotland. It shows
that the rate of prescribing of hypnotics and anxiolytics has fallen very slightly over the period from
2010/11 to 2019/20 in Tayside, more so in the whole of Scotland. The regional rate of 25.6 DDD per 1,000
population per day in 2019/20, representing 147,444 total dispensed items, now closely approximates the
national rate of 26.2. This can be used to estimate the prevalence of daily use of hypnotic and anxiolytic
medications in Tayside as approximately 2.5%. This represents additional prevalent use of benzodiazepines
on top of the estimations of illicit use or use without a prescription described above.

Nationally, in contrast to the illicit use of benzodiazepines, these prescriptions are more common in
females, nearly two-thirds (62%) of all patients receiving a prescription in 2019/20 were female, and
become more common with increasing age with 28% of all patients being aged 65 years or above.
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Figure 3.3. Benzodiazepine prescriptions in Tayside and Scotland as Defined Daily Doses per 1,000 population per day,
2010/11 to 2019/20. (Source: PIS/PHS?%3),

3.3.4 Adolescent Substance Use

The Scottish Schools Adolescent and Lifestyle Substance Use Survey (SALSUS) is a nationally representative
self-completion survey of smoking, drinking, and drug use, as well as other lifestyle and health behaviours,
administered by teachers in local authority and independent secondary schools across Scotland under
examination conditions and is conducted every two years.??* The latest published findings are from SALSUS
2018 in which Glasgow City Council schools did not participate, which could skew findings and make
temporal trends harder to interpret.

Nationally, 4% of 13-year-olds and 12% of 15-year-olds reported having used drugs in the month before the
survey. In Tayside, the same figures were 5% and 12% respectively whilst 50% of 15-year-olds in Tayside
reported having ever been offered drugs. Cannabis was the most commonly reported drug ever offered to
(41%) and ever used by (19%) 15-year-olds in Scotland. Tranquilisers, the term used in the survey for
benzodiazepines, was not in the top five most common drugs reported in either metric and is therefore
considered to be of low prevalent use in the adolescent population.

3.3.5 People Assessed by Specialist Drug Treatment Services

The Scottish Drug Misuse Database (SDMD) presents information from a demographically representative
group of people who have presented for an initial assessment by specialist drug treatment services.??® It is
based on the national systematic recording of demographic and behavioural characteristics of new clients
by a range of services in Scotland. However, completion rates are typically lower than the related Drug and
Alcohol Treatment Waiting Times data (DATWT). In Tayside, the relative SDMD completion rate compared
to DATWT was 56% in financial year (FY) 2020/21 and, therefore, cannot be considered as the complete
population of people presenting to such services.

Nevertheless, the latest SDMD report presents information for 509 individuals presenting for an initial
assessment for drug and/or alcohol services in Tayside in FY 2020/21. Of this group, 353 (69%) reported
use of any illicit drug in the month prior to assessment, whilst 127 (25%) reported use of diazepam or other
sedatives (note the reported use of diazepam may not be an accurate representation of actual use as many
‘street’ benzodiazepines contain different substances in different concentrations).
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Figure 3.4 presents the main drug reported by each of the aforementioned 509 people. The 217 people
reporting heroin as their main drug represent the highest proportion (61%) of any territorial health board in
Scotland. Only 46 of the 127 (36%) people reporting current use of benzodiazepines reported that it was
their main drug, indicating that the use of benzodiazepines is largely within the context of polydrug
consumption. These data indicate that just under one in ten of people presenting to specialist drug and
alcohol services in Tayside are using a benzodiazepine as their main illicit drug.

Cocaine
(39)

Other illicit
drugs
(51) No illicit drugs
(156)

Figure 3.4. The main illicit drug used in the previous month reported by 509 people presenting for an initial
assessment at specialist drug and alcohol services in Tayside in 2020/21. (Source: SDMD?%).
*includes ‘temazepam, nitrazepam, other benzodiazepines, and other related drugs e.g. zopiclone’f189

The SDMD also contains information on the source of referral to specialist drug and alcohol services which
offers further insights into the population of people who use benzodiazepines. The most common source
in Tayside is self-referral (49%), as it is nationally (45%). However, Tayside differs from the national picture
when considering other sources: just 9% of referrals are from other health services (24% nationally) whilst
some 31% were made from the criminal justice system (CJS) (13% nationally).

3.3.6 People Who Inject Drugs

The Needle Exchange Surveillance Initiative (NESI) is a cross-sectional voluntary anonymous survey of
people who inject drugs (PWID) selected from agencies and pharmacies that provide injecting equipment.
Whilst the injection of benzodiazepines has been reported, this practice is thought to be rare even amongst
people who regularly inject drugs.??® NESI data confirm this: from 2008/09 to 2019/20, the rates of self-
reported injecting of benzodiazepines amongst respondents has never exceeded 3%. Indeed in 2019/20,
just 19 of 1,660 respondents reported such practice. Whilst the individual statistic in Tayside was withheld
due to a potential risk of disclosure, 12 of these 19 were in Greater Glasgow and Clyde suggesting the rates
of benzodiazepine injecting in Tayside is extremely low.

The results of a crude local survey of people using a drop-in injecting equipment provision (IEP) harm
reduction service in Dundee in the first half of 2022 was provided by Hillcrest Futures, a third sector
organisation that provides a range of support for people who have drug and alcohol dependencies.??’
Overall, 79 of 95 (83%) respondents reported using ‘street benzos’ whilst just 5 (5%) reported using a
‘prescribable’ benzodiazepine. These results, stratified by sex, are presented in Figure 3.5. Assuming this
survey was selective of people who inject drugs other than benzodiazepines, these results add further
evidence of benzodiazepine use in Tayside being in the context of polydrug consumption.
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Figure 3.5. Self-reported use of benzodiazepines by gender amongst people using an IEP service in Dundee in 2022.
(Source: Hillcrest Futures).

3.3.7 Samples submitted for toxicological analysis

Data was supplied by the NHS Tayside toxicology service on 6,960 urine samples tested using high-
resolution mass spectrometry for a range of drugs covering the period from November 2020 to April 2022.
Samples were provided from a range of sources and for a range of indications. The majority were for
routine monitoring of people engaged with statutory drug services but further samples were supplied from
psychiatric services, prisons populations, maternity services for routine monitoring of people known to use
drugs, as well as general medical settings for diagnostic support in presentations such as seizures and coma
(see Figure 3.6).

This data cannot be used to infer the general population prevalence of benzodiazepine use due the
selective nature of the population tested, nor can it infer the prevalence amongst people known to use
drugs as an individual may have provided multiple samples for testing within this period i.e. the
observations in this data set are not independent. Instead, each positive result represents one instance of
drug use by an individual. The following statistics must therefore be interpreted cautiously.

Overall, 1,652 (24%) of the 6,960 tests performed were positive for benzodiazepines. This was much lower
than for opioids (76%); an expected result given the selectivity of the sample (a high proportion of people
submitting samples are likely to have been on OST). Gabapentinoids (31%) and psychostimulants (cocaine,
amphetamines, methamphetamines, MDA, MDMA) (27%) showed positivity rates similar to that of
benzodiazepines.

This data is perhaps most useful in exploring instances of polydrug use. Figure 3.7 displays the rates of co-
detection of other prominent drug classes amongst all samples testing positive for benzodiazepines. Some
1,529 of the 1,652 tests which were positive for benzodiazepines were also positive for opioids (93%).
Again, this is somewhat expected given this sample is selective for people likely to be on OST. However, of
the samples testing positive for benzodiazepines, two out of every three (66%) were positive for either
etizolam (1,073 positive tests) or alprazolam (32 positive tests). This represents the use of ‘street’
benzodiazepines alongside either prescribed OST or illicit opioids. The rates of co-detection of
benzodiazepines with gabapentinoids (53%) or psychostimulants (46%) were also very high.

29



100%

90%

*  80%
-]
7}
v 00
e 70%
» 3006
< 60% 198 135
g 290
1114 438
3 50%
Y
°
o 40%
©
)
S 30%
o
o
o 20%
1341 47
10% 55
s !
0%
Drug Services Psychiatry Prison Maternity and Medical Psychiatry
Intpatients Child Health Inpatients Outpatients

Source of sample
B Benzodiazepines detected Benzodiazepines not detected

Figure 3.6. Percentage of urine samples testing positive for benzodiazepines by source of sample in Tayside during
the period November 2020 to April 2022. (Source: NHS Tayside Blood Sciences). *inset is number of samples tested

1800

1652

1600 1529 (93%)

[N
B
o
o

1200

1000 877 (53%)

800 755 (46%)

600

Number of Positive Samples

400

200

Ben zodiazepines Ben zodiazepines Ben zodiazepines Ben zodiazepines
(Total) plus Opioids plus Gabapentinoids plus
Psychostmulants

Drug Combination
Figure 3.7. The number of urine samples testing positive for benzodiazepines, and for benzodiazepines plus other
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3.4 Benzodiazepine-related health and social outcomes

3.4.1 Drug-related deaths

Drug-related deaths (DRDs), whilst attracting the most attention and causing the most concern, are
fortunately relatively rare occurrences, even amongst people experiencing problem drug use. They
represent just a small proportion of the range of possible adverse outcomes and so do not encapsulate the
total spectrum of harm. Drug-related mortality statistics do, however, provide a definitive index of the
most severe of outcomes, can be useful in the detection of emerging epidemics as well as in the evaluation
of public health interventions, and are comparable across populations subject to consistent definitions.??

National Records of Scotland (NRS) produces an annual statistical report on DRDs in Scotland, the most
recent of which covers those deaths registered in Scotland in 2021 (using the term drug misuse death in
place of DRD).> NRS defines a DRD according to death registration records along with information and
advice from the Crown Office, Procurator Fiscal service, forensic pathologists and PHS.! In short, the
definition includes deaths in which the underlying cause has been attributed to a particular class of drug(s)
or where a drug has been present in the body at the time of death, whether by accidental or intentional
poisoning, by assault, or through an indeterminate intent.??°

Overall, there were 1,330 DRDs in Scotland in 2021. It is the second highest number of DRDs in Scotland
since records began in 1996. However, more encouragingly, this is the first time since 2013 that the
number has fallen on the previous year (1,339 in 2020). There were 89 DRDs in Tayside in 2021. However,
2021 is the second consecutive year in which the total number of DRDs has fallen in Tayside, from a high of
118 in 2019 and 105 in 2020.

However, these relatively small overall numbers may simply represent a degree of annual fluctuation rather
than a definitive trend; using a five-year moving average has the effect of smoothing out the year-to-year
fluctuation and provides a better appreciation of the long-term trends. Similarly, it is important to account
for the different sizes and age distributions between sub-populations and so an age-standardised rate is
preferable when comparing areas. Figure 3.8 displays these age-standardised five-year moving average
DRD rates for Tayside and its three constituent local authority areas against the national average.

When analysed in this way, the rates of DRD in Tayside are higher than in Scotland as a whole. For the five-
year period 2017-2021, and after accounting for age, Tayside had the third highest drug-related death rate
of all NHS board areas at 27.1 per 100,000 population, behind only Greater Glasgow & Clyde (33.7) and
Ayrshire & Arran (28.1). Furthermore, it is clear that this higher than average rate is accounted for by the
much higher rates of DRDs in Dundee City; indeed, the rates in both Angus and Perth & Kinross lie below
the national average. In fact, Dundee City had the highest age-standardised DRD rate of any local authority
area in Scotland (45.2 per 100,000 population) for the 5-year period 2017-2021. It has also seen the largest
increase in DRD rate, from 5.9 per 100,000 population in 2000-2004 to 45.2 per 100,000 population in
2017- 2021. It remains to be seen whether the recent encouraging decreases in annual DRD numbers in
Tayside will be sustained over the longer term and eventually reflected in these five-year moving averages.
Regarding the types of drugs involved in each death, the NRS statistics refer to those drugs which the
pathologist considered were either implicated in, or potentially contributed to, the cause of death.?*° In
2021, opiates were implicated in 84% of all DRDs in Scotland, benzodiazepines in 69%, gabapentinoids in
36%, and cocaine in 30%. More than one drug was detected in 93% of all DRDs. The number of deaths in
which ‘street’ benzodiazepines were implicated has increased markedly from the one death in 2008 to 842
in 2021 (92% of all benzodiazepine-implicated deaths). In contrast, a much more modest increase has been
observed in deaths in which ‘prescribable’ benzodiazepines were implicated: 148 in 2008 to 214 in 2021
(see Figure 3.9).
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Figure 3.8. Age-standardised five-year moving average DRD rates (per 100,000 population) for Scotland, Tayside and
its three constituent local authority areas. (Source: NRS?).
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Figure 3.9. Drug-related deaths in Scotland by drug classes implicated, 2008 to 2021. (Source: NRS?).
*The sum of the different drug classes exceeds the total as more than one drug class was implicated in most deaths).
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The order of the relative proportions for each major drug class implicated in DRDs in Tayside in 2021 was
the same as it was for the whole of Scotland. However, benzodiazepines were implicated in a noticeably
higher proportion in Tayside (78%) than in the whole of Scotland (69%). This the second highest proportion
of all health boards, behind only Forth Valley (91% of 69 DRD).

The drug classes implicated in the 334 DRD in Tayside for the four-year period from 2018 to 2021 (inclusive)
are presented in Figure 3.10. Opioids were the most commonly implicated drug (97%), followed by
benzodiazepines (88%), gabapentinoids (57%), cocaine (37%) and alcohol (31%). The sum of these
percentages clearly amasses to much more than 100%, indicating that a large number of the deaths
involved more than one of these drugs. In fact, all 295 of the deaths involving benzodiazepines in this four-
year period in Tayside involved at least one other type of drug: nearly all involved opioids (293, 99%), most
involved gabapentinoids (180, 61%), many involved cocaine (107, 36%), and some also involved alcohol (86,
29%). Viewed from an alternative angle, 90% of the 325 deaths involving opioids, 95% of the 189 deaths
involving gabapentinoids, and 87% of the 123 deaths involving cocaine also involved benzodiazepines. This
is a very strong indication that, when considering drug-related deaths in Tayside, the role of
benzodiazepines must be considered within a context of polydrug consumption.

Total | 334
Opioids 325
Benzodiazepines | 295
Street Benzodiazepines 270
Etizolam 252

Prescribable Benzodiazepines 92

Drugs Implicated

Diazepam 87
Gabapentinoids 189
Cocaine 123

Alcohol 104
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Drug-Related Deaths

Figure 3.10. Drug-related deaths in Tayside by drugs implicated, totals for the period 2018 to 2021. (Source: NHS
Tayside Health Intelligence).

Figure 3.10 also demonstrates that the vast majority of deaths involving benzodiazepines involved at least
one ‘street’ benzodiazepine (270, 92%), most of which involved etizolam (252, 93%). This is a new and
growing trend; in just the last five years, deaths involving the most commonly implicated ‘prescribable’
benzodiazepine (diazepam) have fallen from 17 to 14, whilst those involving etizolam have nearly trebled
from 21 to 62. Other ‘street’ benzodiazepines (and metabolites) implicated included alprazolam (23),
delorazepam (8) and flualprazolam (6). At least one ‘prescribable’ benzodiazepine was implicated in 92
(31%) of the deaths involving benzodiazepines, most of which (87, 95%) involved diazepam. Figure 3.11
displays the percentage of all DRD that involved a benzodiazepine during this period. It demonstrates that
benzodiazepines have been consistently implicated in approximately 90% of DRD in Tayside, but whilst the
overall trend of the involvement of ‘street’ benzodiazepines has risen slightly, involvement of ‘prescribable’
benzodiazepines has fallen.

33



Although the involvement of ‘prescribable’ benzodiazepines appears to be over 20%, linking the data on
DRD to available prescription information reveals that just 18 (6%) of the 295 deaths involving
benzodiazepines occurred in patients who had a recorded and legitimate prescription for a benzodiazepine.
Furthermore, in 13 of these 18 deaths the benzodiazepine involved was not the benzodiazepine that was
prescribed to that person. In other words, no more than five (2%) of the 295 deaths in which
benzodiazepines were implicated could be linked to that person’s own prescription benzodiazepine.
Therefore, it can be concluded confidently that the legitimate use of prescription benzodiazepines, in the
absence of concomitant use of ‘street’ benzodiazepines, has not been a major factor in the drug-related
deaths in Tayside over the last four years.
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Figure 3.11. Percentage of drug-related deaths in Tayside involving benzodiazepines by quarterly period, as a three-
quarter period moving average. (Source: NHS Tayside Health Intelligence).

3.4.2 Non-fatal overdoses

The Tayside Drug Death Review Group (TDDRG) uses the following definition of a non-fatal overdose
(NFOD): an episode of intoxication due to an illicit or illicitly acquired substance that has resulted in
emergency medical help being sought.?*! As well as being a significant harm in its own right, an NFOD is a
recognised risk factor for a subsequent fatal overdose.?3? Analysis of the drug deaths in Tayside in 2020 by
the TDDRG showed that 50 (56%) of the 89 drug deaths occurred in people who had experienced a previous
NFOD, 26 of which had experienced an NFOD in the 12 months prior to their death (note that a different
definitions of drug deaths are used by TDDRG and NRS hence the difference in drug death numbers
reported).z3! Analysis by Ghose et al of the 557 known NFODs occurring between 5 Dec 2017 and 12 May
2019 amongst the patient cohort of the Tayside Substance Use Service (TSUS) revealed that just over half
(281, 50.4%) of these patients self-reported that benzodiazepines were involved in their NFOD, second only
to methadone (321, 57.6%) as expected given the nature of this selective sample.

Data on suspected NFODs in Tayside, as recorded by the Scottish Ambulance Service (SAS) for the period
between November 2019 and May 2022, were available to the NHS Tayside Directorate of Public Health.
This data includes demographic information, details of the particular incident, and information on the
substances involved either as self-reported by the patient or a present witness or by the ambulance crew
themselves based on information available at the scene e.g. drug packets, visual inspection of non-
consumed drugs, and other paraphernalia. The self-reported, or reporting by-proxy, nature of this data
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limits the ability to draw firm conclusions whilst it also produces statistics that are almost certainly
substantial underestimations.

Figure 3.12 displays the number of NFODs during this period by the drug classes reported or suspected to
have been involved. Benzodiazepines were the most commonly reported drug class, 641 (43%) of the 1474
NFODs recorded in this period, outnumbering opioids considerably (443, 30%). Whilst it is possible that this
represents a greater risk of experiencing an NFOD when taking benzodiazepines compared to other drugs,
there are several alternative explanations. These include the greater relative social acceptability of
reporting benzodiazepine use compared to other illicit drugs, the ease of identification of the characteristic
appearance of benzodiazepine tablets by ambulance crews, and the lower lethality of benzodiazepines
compared to opioids resulting in a greater proportion of patients surviving to be recorded as an NFOD
rather than a DRD. Nonetheless, the 641 NFODs involving the suspected use of benzodiazepines occurring
in Tayside in a period of just 19 months represents a substantial burden.
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Figure 3.12. Non-fatal overdoses in Tayside by the drug classes involved, as reported by the Scottish Ambulance
Service, for the period November 2019 to May 2022. (Source: SAS/NHS Tayside Health Intelligence).

Figure 3.13 displays the trend in NFODs by benzodiazepine involvement reported during this period as a
four-month moving average. There is substantial variation month-to-month with an apparent Autumn
peak and Spring trough, although the data does not extend far enough into the past to confirm this pattern
with any confidence (note, prior to November 2019 several different definitions of an NFOD were used and
therefore cannot be reliably compared with the data presented). This pattern is similar for NFODs both
involving and not involving benzodiazepines. However, overall, there does appear to be a downward trend
in the reporting NFODs, a trend that has coincided with the establishment of the multi-agency NFOD
pathway in all areas of Tayside, starting in Dundee City in November 2019 (see Section 4.6.7). Whilst the
reduction in NFODs may not be solely attributed to the efforts of this multi-agency response, this pathway
seeks to maximise identification and reporting of NFODs, and provide an assertive outreach response, and
so the downward trend since its establishment is particularly encouraging.
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Figure 3.13. Number of reported NFODs in Tayside as a four-month moving average, for the period December 2019 to
April 2022. (Source: SAS/NHS Tayside Health Intelligence). *Last month of four-month period

3.4.3 Hospital stays

Information on drug-related hospital stays in general acute hospitals is derived from the Scottish Morbidity
Record (SMRO01) database, which draws information routinely from hospital administrative systems across
NHS Scotland, and is published as statistical reports by PHS.?33 This information excludes obstetric and
psychiatric admissions as well as emergency department attendances that do not result in a hospital stay,
and so does not capture the entirety of hospital stay activity. As this data is ‘episode-based’, i.e. a record is
created after a referral or admission to an NHS hospital as well as when a patient is transferred between
hospitals or specialties, it can result in multiple ‘episodes’ per hospital stay and so may represent a slight
overestimation.

All discharge diagnoses, as defined by a national standard list using International Classification of Diseases
10th Revision (ICD10) Codes, are recorded as either the main diagnosis or one of five possible secondary
diagnoses.® Under these codes, a benzodiazepine-related hospital stay is defined according to a discharge
diagnosis of either ‘Mental and behavioural disorders due to: Sedatives/Hypnotics’ (F13) or ‘Poisoning by
antiepileptic, sedative-hypnotic and anti-parkinsonism drugs: Benzodiazepines’ (T42.4).

Figure 3.14 displays the rate per 100,000 population of benzodiazepine-related hospital stays in Tayside,
the three constituent Alcohol and Drug Partnership (ADP) areas, as well as the national average. The
European Age-sex Standardised Rate (EASR) was used, using the NRS mid-year Scotland population
estimate from 2019, to allow comparison between areas with different age-sex structures (see the
methods section of the original report for further detail).?3®* A dramatic increase in the rate of
benzodiazepine-related hospital stays in Tayside can be seen from 2016/17 onwards. As seen in the DRD
statistics, the now higher than average rate for Tayside as a whole (55.7 per 100,000 population in
2020/21) is accounted for by the much higher than average rate in Dundee City (104.1 per 100,000), whilst
the rates in both Angus (23.3 per 100,000) and Perth & Kinross (35.0 per 100,000) are again below the
national average (50.4 per 100,000).
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Figure 3.14. European Age-sex Standardised Rate (per 100,000 population) of benzodiazepine-related hospital stays
in Scotland, Tayside and its three constituent local Alcohol and Drug Partnership areas. (Source: SMR01/PHS.)?33

In order to accurately represent the burden of benzodiazepine-related hospital stays in NHS Tayside, Figure
3.15 presents the raw numbers of the relevant discharge diagnoses whilst excluding any transfer related

‘episodes’. The statistics presented are for NHS Tayside as the ‘board of treatment’ rather than the ‘board
of residence’ and so excludes residents of Tayside treated elsewhere in Scotland.
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Figure 3.15. Number of benzodiazepine-related discharge diagnoses from acute general hospitals in NHS Tayside,
2010 to 2021. (Source: SMRO1/NHS Tayside Health Intelligence).

Between 2010 and 2021 (inclusive), there were 8,285 drug-related hospital stays in NHS Tayside, of which
569 (7%) had a benzodiazepine-related main diagnosis and a further 401 (5%) had a benzodiazepine-related
secondary diagnosis. Of these 970 discharge diagnoses, 631 (65%) were recorded in just the most recent
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three-year period from 2019 to 2021. As for DRDs, this again highlights the dramatic increase in
benzodiazepine-related health outcomes in recent years.

Whilst these patterns coincide with the emergence of ‘street’ benzodiazepines in the mid-2010s, as
reflected in both the crime and mortality statistics presented below, differentiation between the type of
benzodiazepine involved is not possible using ICD-10 codes. Furthermore, such coding is in part a
subjective decision (in contrast to objective toxicology data) made by diagnosing clinicians and coding staff
and so a degree of inaccuracy in these statistics is likely. Indeed, it may be that as clinicians became more
aware of the role of benzodiazepines in adverse health outcomes, the likelihood of their identification and
coding as such increased.

3.4.4 Health outcomes by socio-demographic characteristics

Much of the above epidemiological assessment has described the trends in benzodiazepine-related
outcomes over time. It is important to consider also where and to whom these outcomes occur within
Tayside i.e. the distribution according to socio-demographic characteristics. Using the data sources already
discussed, these outcomes can be explored by age, sex, deprivation (using quintiles of the Scottish Index of
Multiple Deprivation (SIMD)?3%), and the council area in which they have occurred.

Figure 3.16 displays the age and sex distribution of these outcomes during the period from 2018 to 2021
(inclusive). It demonstrates that males accounted for a much greater proportion of all benzodiazepine-
related deaths (70.5%) and hospitalisations (73.0%) in the 2018-2021 period. This is aligned with the higher
estimated prevalence of illicit benzodiazepine use in males described above in Figure 3.2. The 35-44 years
age group represents the largest proportion of both benzodiazepine-related deaths and hospital stays in
both males and females. Males in this age group account for 25.1% of all benzodiazepine-related deaths
and 29.3% of all benzodiazepine-related hospital stays; these same statistics in females are 14.6% and
13.1% respectively. However, these outcomes are distributed more widely amongst the age groups in
males than in females. In males, 64.4% of deaths and 59.8% of hospital stays occurred outside the 35-44
years age group, whilst in females these same statistics were 55.5% and 51.5% respectively.

Overall, the average age of death was slightly younger in males (41.4 years) than in females (43.2 years).
The age distribution of outcomes is naturally slightly older than that estimated for the prevalent use of
benzodiazepines which is highest in the 25-34 years age group as discussed above. Again, perhaps
predictably, the overall age distribution of hospital stays is slightly younger than that of DRDs, as depicted
by the line plots in Figure 3.16.

There are other subtle differences in outcomes between males and females. Amongst all DRD,
benzodiazepines were more likely to be implicated in DRDs in females (94.6%) than in males (86.0%) whilst,
of these benzodiazepine-related deaths, ‘street’ benzodiazepines were more often implicated in females
(94.3%) than in males (90.3%). Similarly, amongst the toxicological samples submitted for analysis from
specialist drug services between November 2020 to April 2022, 32.8% of samples from females were
positive for benzodiazepines whilst 29.8% were positive in male samples. At face value, these findings
could represent a greater preference amongst females for benzodiazepines. An alternative explanation
could be a broader and more diverse use of other drugs amongst males, in effect ‘diluting’ the
benzodiazepine-related outcomes. However, the objective nature of this data does support the conclusion
that rates of benzodiazepine use appear to be slightly higher amongst females within the population of
people known to use illicit drugs.
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Figure 3.16. Percentage of all benzodiazepine-related deaths and hospital stays by age group and sex, for the period
2018 to 2021 (inclusive). (Source: SMRO1/NHS Tayside Health Intelligence).

One further particularly concerning difference between males and females emerges when analysing the
proportion of DRDs and NFODs occurring in people known to, or in contact with, specialist drug services.
Figure 3.17 demonstrates this proportion is much lower in males, 55.0% for DRD and 68.5% for NFOD,
compared to females, 74.4% for DRD and 81.2% for NFOD. This may indicate that the coverage of drug use
services is lower amongst at-risk males than it is for at-risk females and may represent a greater unmet, or
even unfelt, need amongst such males. Alternatively, it may reflect that services, for some reason, are less
‘protective’ in terms of reducing drug death risk for females in comparison with males.
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Figure 3.17. The proportion DRDs (2018 to 2021) and NFODs (November 2019 to May 2022) occurring in people
known to specialist drug services in Tayside. (Source: SAS/NHS Tayside Health Intelligence).
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Figure 3.18 presents the deprivation index and council area distribution of these same outcomes. Despite
SIMD being an area-based measure of deprivation, meaning that not every person in that area will be
experiencing the same level of deprivation, the figure is striking. It demonstrates that a very large
proportion of all benzodiazepine-related deaths (44.3%) and hospital stays (44.7%) in Tayside occurred in
people living in just the most deprived (SIMD quintile 1) areas of Dundee City. This is in-keeping with the
higher estimated prevalence of benzodiazepine use in Dundee City as a whole, as shown above in Figure
3.1. Overall, people living in more deprived areas (SIMD quintiles 1 and 2) accounted for 79.9% of all
deaths and 82.5% of all hospital stays. Just 0.7% of deaths and 1.6% of hospital stays occurred in the least
deprived areas of Tayside (SIMD quintile 5), all of which were in Perth & Kinross. Therefore,
benzodiazepine-related deaths and hospital stays are strongly correlated with this index of deprivation.
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Figure 3.18. Percentage of all benzodiazepine-related deaths and hospital stays by SIMD quintile and council area, for
the period 2018 to 2021 (inclusive). (Source: NHS Tayside Directorate of Public Health/SMRO01).

3.4.5 Crime

Official statistics on drug seizures made by Police Scotland are presented annually in the Drug Seizures and
Offender Characteristics (DSOC) statistical bulletin.?3> The data comprises information on drug supply-
based crimes compiled manually by Police Scotland as well as analysis of a random sample of 400
possession-based crime records by Scottish Government statisticians, stratified by police division to ensure
the statistics are representative of these crimes across Scotland. Not included are drugs seized in
operations conducted by UK Border Force or the British Transport Police, or those conducted by Police
Scotland overseas. Regional information is not routinely published and therefore only the national data
can be described.

Figure 3.19 presents the total estimated quantity of benzodiazepine tablets seized per financial year. For
2019/20, an estimated 5.26 million benzodiazepine tablets were seized, 94% of which were estimated to be
etizolam and therefore ‘street’ benzodiazepines. Prior to 2017/18 and the classification of etizolam as a
Class C drug, the majority of these tablets were likely to be diazepam.

This classification coincided with a change in the nature of benzodiazepine-related possession crimes as can
be seen in Figure 3.20. Since 2017/18, diazepam was observed in fewer than 15 of the 400 sampled crimes
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and was therefore not recorded. However, since 2018/19, etizolam alone has accounted for the second
highest proportion of drug possession crimes sampled (14% in 2019/20), second only to herbal cannabis

(49%).
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Figure 3.19. Total estimated quantity of benzodiazepine tablets seized by Police Scotland, 2014-15 to 2019-20.
(Source: DSOCZ%),
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Figure 3.20. Estimated number (to nearest 100) of drug possession crimes by drug type, 2014/15 to 2019/20.
(Source: DSOC?3),

41



Whilst almost certainly under-estimates, these statistics give an indication of the scale of illicit
benzodiazepine availability in Scotland. However, firm conclusions cannot be drawn from the annual
trends in the data as the quantity of drugs seized can fluctuate markedly with a single instance of a very
large seizure operation. For example, during 2017, police seized 1.67 million tablets containing etizolam at
just one illicit production site.1%

Returning to the SCJS data, Figure 3.21 summarises the responses to the question ‘How common do you
think drug dealing and drug abuse are in your area?’ for Tayside against the national average. ‘Local area’ is
defined as the area within a 15-minute walk of the respondent’s home.
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Figure 3.21. Percentage of respondents that reported drug dealing and drug abuse as very common or fairly common
in their local area in Tayside Police Division (bar) and the national average (line). (Source: SCJS?21).
*From 2016, responses from two survey years are combined for more robust estimates at a Police Division level.
[The blue bar represents a statistically significant difference between the national and regional percentages.]

In the two-year period of 2018/20, 38.4% of 170 respondents in Tayside responded that such issues were
very common or fairly common. This was not determined to be statistically significantly different to the
national average of 43.4% of 2844 respondents. Whilst this is not specific for benzodiazepines, it gives an
indication of the level of concern in the general population regarding the use of illicit drugs. This
percentage is likely to be much higher in areas where illicit drug use is known to be more prevalent such as
urban areas and areas of with higher levels of deprivation.

3.5 Vulnerable Groups

3.5.1 Older People

The particular vulnerabilities to benzodiazepines in older people are briefly discussed above in Section
2.5.1. However, after re-examining the data sources discussed above with a focus on people aged 60-65
years and above, the use of benzodiazepines amongst this population appears to be very low. Nationally,
self-reported use of ‘tranquilisers’ was just 0.2% in people aged 60 years and above who responded to the
SCJSin 2018/20.22! Interestingly, this was the only age group within this survey where females (0.3%)
reported higher use than males (0.1%) as shown in Figure 3.22.
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Amongst the toxicological samples analysed between November 2020 to April 2022, which are assumed to
be submitted from people with a known or suspected history of illicit drug use, just 0.3% of those samples
testing positive for a benzodiazepine were from people aged 65 years and above.
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Figure 3.22. Percentage of all Scottish Crime and Justice Survey 2018/20 respondents reporting using
benzodiazepines without a prescription in the last four completed surveys. (Source: SCJS?21).

Correspondingly, benzodiazepine-related outcomes in older people are extremely rare. Only 2 of the 295
benzodiazepine-related deaths in Tayside in 2018-2021, zero of the 641 benzodiazepine-related NFODs
from November 2019 to May 2022, and just 11 of 970 benzodiazepine-related hospital stays from 2010-
2021 were in people aged 65 years or above. Therefore, it can be concluded with confidence that older
people do not represent a substantial proportion of health needs associated with benzodiazepines in
Tayside.

3.5.2 Women

Much of the epidemiological differences in benzodiazepine use and its associated harms between the sexes
are described above. However, the vulnerability posed by pregnancy warrants further attention.
Unfortunately, there is little detail provided by routine data on the rates of benzodiazepine use in
pregnancy. PHS produce a statistical report on Births in Scottish Hospitals based on maternity data
(SMR02) and the Scottish Birth Record (SBR), the latest of which covers the period up to 31 March 2021.%2%7
However, since 2017, this data no longer contains information on drug use during pregnancy, nor has any
of the previous data explored the types of drugs used in detail.

Nevertheless, the available information is presented in Figure 3.23. It shows that from 2011/12 to 2015/16
the rate of babies affected by the maternal use of drugs in Tayside was higher than the national rate until
2016/17 when the regional rate fell below the national average. During this period, data completion, i.e.
the proportion of births in which maternal drug misuse was recorded, was 98% or higher. Since 2016/17,
data completion has fallen precipitously from 80% in 2017/18 to a low of 21% in 2020/21 due to the lack of
mandatory recording of such data. Hence, the regional rate veers markedly from the national average,
likely both as a result of the poor data quality and the now selective reporting of such information. The use
of benzodiazepines in pregnancy, and the related maternal and neonatal outcomes, are thus identified as
knowledge gaps that require further exploration via bespoke data collection and analysis.
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Figure 3.23. Rate per 1,000 live births of babies affected by maternal use of drugs in Tayside and Scotland, 2011/12 to
2020/21. (Source: SMR02/SBR/PHS?37),
*the denominator used for the rate calculation is only those mothers with a known and recorded drug misuse status

3.5.3 People with Mental Health Conditions

Figure 3.24 displays the percentage of people succumbing to a DRD in Tayside between 2018 and 2021 who
were known to have a psychiatric comorbidity at the time of death by the drug classes implicated. In total,
71.3% of all DRDs occurred in people with a comorbid psychiatric condition with little variation according to
the drug classes implicated. In those deaths in which benzodiazepines were implicated, 70.5% had a
recorded mental health comorbidity. The lack of variation may be explained by the implication of multiple
drugs in most of the DRDs.
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Figure 3.24. Percentage of drug-related deaths in Tayside between 2018 and 2021 in which a psychiatric comorbidity
was present, by drug class implicated in the death. (Source: NHS Tayside Health Intelligence).
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Regarding hospital stays, of all 710 benzodiazepine-related discharge diagnoses occurring over the same
period, 17.5% were also coded for a mental or behavioural disorder (in addition to F13 or T42.4 discussed
above), as either a secondary diagnosis (14.1%) or as the main diagnosis with a secondary benzodiazepine-
related diagnosis (3.3%). This represents only those with a mental or behavioural disorder contributing to
the hospital stay, as determined by the diagnosing clinician or coding staff, and so is likely to be a significant
under-estimation of prevalent psychiatric comorbidity.

Whilst there are limitations in both of these statistics, the rate of psychiatric comorbidity in people
suffering health harms as a result of their benzodiazepine use appears to be very high. People with
psychiatric conditions are therefore identified as a vulnerable group amongst people who use
benzodiazepines.

3.5.4 Prison population

The Scottish Prison Service (SPS) conducts Addiction Prevalence Testing (APT) during one month of each
year in all Scottish Prisons in which people arriving into and leaving custody are tested for a range of illegal
substances. However, in recognition of the changing drug trends, APT was suspended in 2019 to enable an
in-depth review of this process. Therefore, the latest set of results are from 2018/19.238

Of the 1017 tests conducted on people entering prison in Scotland in 2018/19, 71% were positive for illegal
drugs including the illicit use of prescribed medications. Cannabis was the most commonly detected drug
(44% of all tests), followed by benzodiazepines (33%) and ‘opiates’ (29%). A further 522 tests were
conducted at the time of liberation and 26% of these were positive for illegal drugs. Buprenorphine was
most commonly detected (12% of all tests), followed by ‘opiates’ (8%) and benzodiazepines (6%).

There are two prisons in Tayside serving males residents: HMP Perth and HMP Castle Huntly. Castle Huntly
is an open prison that accommodates low supervision adult male offenders from across Scotland. APT was
not conducted for people entering Castle Huntly in 2018/19 and only nine tests were conducted on
liberation, none of which detected the presence of any drug. HMP Perth is a large prison that holds on
average 678 prisoners per day, received predominantly from courts across Tayside as well as the bordering
area of Fife.?3° Of the 154 tests conducted on people entering HMP Perth in 2018/19, 77% tested positive
for illegal drugs with cannabis the most common (56% of all tests) followed by ‘opiates’ (38%),
benzodiazepines (38%) and cocaine (18%) (see Figure 3.25). On liberation, 32% of the 55 tests conducted
were positive for illegal drugs: 16% for buprenorphine, 11% for ‘opiates’, 4% for cannabis, and 4% for
benzodiazepines whilst none were positive for cocaine.
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Figure 3.25. Results of Addiction Prevalence Testing for the 154 tests conducted on people entering HMP Perth in the
2018/19 testing period. (Source: SPS APT238),
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These patterns suggest that the use of benzodiazepines, amongst other substances, is particularly prevalent
in the population of offenders entering prison when compared to the general population, both in Tayside
and nationally. This prevalence appears to be much lower on liberation which may indicate a difference in
motivation to use drugs during these two periods, the effect of any rehabilitative programmes conducted in
prison, or simply a relative lack of access to illicit drugs whilst incarcerated.

The Scottish Prison Survey aims to qualify, rather than quantify, the experience of people in Scottish prisons
and is conducted every two years, most recently in 2019.24° It is a voluntary, self-completed questionnaire
that includes questions on living conditions, family contact, healthcare, and relationships. It is distributed
to all prisoners in all 15 establishments on the day of fieldwork and is, in this sense, a census. However,
response rates have declined in recent years; the response rate in 2019 was 30%.

The survey provides some insights into the recognised association between illicit drug use and committing
criminal offences, and drug use within prison settings: 45% reported being under the influence of drugs at
the time of their offence, 16% reported that they committed their offence in order to get money for drugs,
whilst 24% were receiving treatment for problem drug use before their imprisonment. Overall, 41% of
respondents reported that their drug use was a problem for them outside of the prison environment. Drug
use inside prisons is less prevalent but nonetheless much higher than in the general population. More than
one in four (28%) of all respondents reported using drugs in the month prior to the survey, an increase on
the same figure from 2017 (22%), whilst 39% reported having ever used drugs in prison. Concerningly, 12%
reported having first used drugs whilst in prison. The most commonly used drugs were cannabis (50%),
benzodiazepines (46%), buprenorphine (as Subutex) (45%), and heroin (31%). Furthermore, three in ten
(30%) reported using an NPS whilst in prison, 22% of which were described as ‘downers’ which is likely to
include benzodiazepine-type NPS.

Responses from the prisons in Tayside (from the 2017 survey) do not indicate any substantial differences
from the national picture. The proportion of respondents reporting having ever used illegal drugs in prison
was 42% and 46% in HMP Perth and Castle Huntly respectively. However, there was a difference in recent
drug use between these two establishments: 30% of the 255 prisoners in Perth reported having used drugs
in the last month compared to 11% of the 263 respondents at Castle Huntly. This difference is likely to be
explained by the selective population at Castle Huntly: offenders only progress to the open prison at Castle
Huntly following a ‘robust risk management process and a period of closed conditions.’?*® Whilst the
motivation to use illicit drugs is likely to be less in this prison population as the focus is on reintegrating
back into the wider community, the prevalence of illicit drug use remains well in excess of that in the
general population.

Objective evidence of benzodiazepine use in prisons is provided by the toxicological data referred to above.
Of the 481 samples submitted to the laboratory from prison settings, 43 (8.9%) were positive for
benzodiazepines. Similarly, objective post-mortem evidence is provided by the Scottish Prison Service in
their open quarterly release of information regarding deaths in Scottish prisons.?** From January 2019 to
June 2022, 16 deaths occurred in prisons in Tayside, three of which involved etizolam according to the
Medical Certificate Cause of Death and a further one cited ‘prescription medication toxicity’. From 2013 to
2018, where information on the cause of death is only available from the Fatal Accident Inquiry, five out of
18 deaths in Tayside prisons were cited as ‘drug-related’ and further one as an ‘event of undetermined
intent/overdose’.

Additional evidence of the vulnerability of the prison population is revealed by further analysis of the
additional comments provided by SAS as part of the NFOD data described above. It reveals that at least 47
(3.2%) of the 1474 NFODs recorded were either in the prison setting or in the community following a recent
release from prison custody, at least 12 of which occurred on the day of release or the following day.
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Given that the prison population is relatively selective of people known to use illicit drugs owing to the
criminalisation of such behaviour, it is difficult to draw firm conclusions from the above information. The
data suggests that many prisoners are incarcerated as a result of actions taken whilst under the influence of
illicit drugs (drug use has ‘caused’ them to be incarcerated) whilst others have taken illicit drugs for the first
time in prison (incarceration has ‘caused’ them to take drugs). However, what is clear is that the prison
population is identified as having particularly high rates of benzodiazepine use and are therefore vulnerable
to the adverse outcomes that may result. It also appears that this vulnerability and its associated needs do
not end at the point of liberation.
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4. Corporate Assessment

4.1 Approach

The corporate approach of a health needs assessment involves ‘the systematic collection of knowledge and
views of informants on healthcare services and needs.”® In the present context, the term ‘informants’
refers to those interested parties or stakeholders that have intimate local knowledge of benzodiazepine use
and its associated health needs as well as how these needs interact with specialist drug treatment services
and the wider recovery support network across Tayside.

The knowledge and views of two groups of experts formed the basis of this corporate assessment. Firstly, a
series of unstructured consultations were conducted with a total of 17 professionals from a diverse range
of backgrounds such as clinical services, health and social care partnerships, community justice, and the
third sector (see Acknowledgements). These consultations were not recorded so as to provide an open
platform for honest opinion sharing, as such, these opinions are not directly attributed to individuals.
Furthermore, six local cross-sectoral meetings of various different groups of professionals, all working in
the field of drug and alcohol recovery services, were observed to collect additional knowledge and views.
The principal aim of these consultations was to aid the development of a topic guide for use during the
subsequent period of community engagement.

Secondly, a series of in-person semi-structured interviews and one focus group were conducted with a total
of 12 members of the Tayside community, all of whom were considered experts-by-experience (EBEs)
owing to their past and/or present use of benzodiazepines and their interaction with local specialist drug
misuse services and third sector organisations (TSOs) in Tayside. These EBEs were identified and voluntarily
recruited with the aid of three key informants from three separate recovery-oriented TSOs working across
Tayside. In total, the views of seven women and five men were collected. This included 10 residents of
Dundee City and two residents of Angus, all of whom were within the approximate age range of 30-55
years old. Amongst the group was a range of experience with benzodiazepines including past and current
use, use of ‘prescribable’ and ‘street’ benzodiazepines, those who consider themselves recovered and
those still in active recovery, and those with and without frequent use of other substances.

As the sample of EBEs who participated in this corporate assessment was selective of those who are
currently engaged with third sector recovery-oriented services, the views expressed and described here are
not representative of the total population of people who use benzodiazepines in Tayside. It is possible that
this group was more critical of statutory services than would be the case if participants had been recruited
from those statutory services. Further, the sample did not include those people who are not currently
known to or engaged with any type of service, an underserved population who may have different views to
the participating EBEs.

The inherently subjective nature of this knowledge, albeit influenced by vested interests, aims to be
complementary to the more objective and quantitative information described above in the epidemiological
assessment and therefore asks the following qualitative questions:

=  Why and how do people use benzodiazepines?
= How do benzodiazepines harm the people who use them?
= How do people who use benzodiazepines appraise current services?

=  What services do people who use benzodiazepines want?
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4.2 Key Findings

4.2.1 Why and how do people use benzodiazepines?

For most, the motivation for using benzodiazepines was as a coping strategy for their stressful and
chaotic lives; often this was in order to self-medicate previous traumatic experiences.

The most commonly desired effects were to relieve anxiety and to aid sleep, i.e. the licenced
indications, whilst some sought more abstract feelings of ‘oneness’ and ‘feeling whole’.

Other influences included the prevalence of benzodiazepine use amongst their peers and communities,
the availability and low cost of ‘street’ benzodiazepines, the poor quality of heroin requiring a ‘top-up’,
and the rise of crack cocaine use driving demand for a ‘come-down’.

Many described elements of both physical and psychological dependence. For some, the need to avoid
withdrawal symptoms had become more influential than their original motivation.

All of the experts-by-experience described having used benzodiazepines alongside other drugs, with
heroin, methadone, alcohol, and crack cocaine being most common.

In general, there were appropriate perceptions of the risk associated with (particularly ‘street’)
benzodiazepines although this was mostly outweighed by the perceived benefits, whether using
‘prescribable’ or ‘street’ benzodiazepines, and the desire to avoid withdrawal symptoms.

Some described using appropriate harm reduction strategies such as taking only small amounts of
newly purchased drugs, buying in bulk for consistency of effects, and consuming only in safe
environments.

4.2.2 How do benzodiazepines harm the people who use them?

Withdrawal symptoms were common with psychological syndromes that included intense anxiety and
paranoia, as well as physical complaints of fevers, tremors and sweating alongside leg pains, body aches
and gastro-intestinal disturbance.

Three of the 12 experts-by-experience reported having had seizures although none attributed them to
their benzodiazepine use (two reported epilepsy and one alcohol withdrawal). None reported having
overdosed, either with or without the use of other substances.

Adverse behavioural and cognitive effects were very common. Changes in personality, out-of-character
violent acts and memory problems predominated, with several recounting how these effects had
resulted in either custodial sentences or psychiatric hospital admissions.

Significant social harms, many as a result of the behavioural effects, were similarly common with
reports of breakdowns in important personal relationships, vulnerability to crime, the death or
imprisonment of family members, and the pervasive impact of societal stigma.

4.2.3 How do people who use benzodiazepines experience current services?

All 12 experts-by-experience were critical of statutory drug services. The main complaint was a
perception of inaccessibility and a lack of options for treating problem benzodiazepine use.

The reasons for denial of prescription benzodiazepine substitution therapy and access to residential
rehabilitation were regarded as poorly explained and perceived as an injustice when compared to the
treatment options available for opioid and alcohol dependence.

49



Several of the experts-by-experience directly attributed the abrupt cessation of their prescription
diazepam as a root cause of their current dependence on ‘street’ benzodiazepines. Others cited this as
a factor in their increased use of other substances such as methadone and alcohol.

Many viewed the advice from statutory services to continue to self-manage their own detoxification
from ‘street’ benzodiazepines as a contradictory and illogical as well as unrealistic whilst ‘living in the
madness’ of problem drug use.

Access to mental health services was viewed as similarly inadequate, with some describing an
apparently paradoxical situation in which eligibility for psychological therapies is dependent on stable
drug use which itself, for many, is dependent on improved mental health.

Most of the experts-by-experience had a very strong perception of stigma during interactions with both
general and specialist clinical care. Many felt they were treated according to stereotypes with some
describing feeling infantilised, patronised and ignored.

4.2.4 What services do people who use benzodiazepines want?

In general, the experts-by-experience expressed a need for better choice, more options, and a person-
centred approach to their problem benzodiazepines use, to be ‘given a chance’. The most pressing
expressed need was for access to medication (e.g. diazepam) assisted treatment.

Easier access to psychosocial interventions was expressed as an urgent need in both benzodiazepine
dependence and to explore the psychological needs relating to past trauma.

Residential rehabilitation was also seen as a desirable treatment option, one that should be made
available at a time when the person feels it is most likely to be beneficial. The importance of both pre-
and post-rehab management and support was widely acknowledged.

Access to group therapies, both clinical and holistic or activity-based, were also seen as an important
part of the recovery process in encouraging social engagement, building confidence, and providing the
structure and routine necessary for successful long-term recovery.

Opinions on the potential provision of a confidential and anonymous drug testing service were mixed.
Most were ambivalent, some viewed it as a potential ‘game-changer’ as a harm reduction tool, whilst
others viewed it as open to abuse and exploitation.

Better education on how to support and manage people who wish to reduce or stop using
benzodiazepines for all professionals working in drug recovery services was also requested, some
wishing to see a greater presence of peer support workers in specialist and general clinical settings.
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4.3 Why do people use benzodiazepines?

4.3.1 Motivations and triggers

The most direct consideration of why a person would seek to use benzodiazepines is to understand the
desired effects. Most responses from the EBEs related to achieving effects similar to the legitimate
therapeutic indications for which benzodiazepines are licensed: to relieve anxiety and to aid sleep. Others
spoke of more abstract effects of ‘oneness’ or ‘warmness’ and ‘feeling whole’ which related to their ability
to function normally and perform routine activities of daily living, some referring to benzodiazepines as ‘my
little helper’.

However, beneath the desire, or need, to experience these effects were a variety of underlying
motivations, many of which related to experiences of bereavement or other significant past trauma and
subsequent problems with mental health.

| 3 It was round about when my mum was diagnosed with breast cancer and ...l started
taking—like—the odd couple ... and it just sort of eased it a bit. It just sorted of numbed it. ...
My mum sadly passed and then ... I've just got stuck on them.

L 3 It’s flashbacks and smells and it’s—like—triggers ... my trigger takes me to time or a
place that’s a bad place ... it’s not a good memory. ... For me it’s about trying to [get away
from] that ... or just trying to feel alright with that.

Most of the EBEs interviewed also described powerful contextual influences that surround living with
problem drug use, a context that one interviewee described as ‘living in the madness’, and that
benzodiazepines are just one substance amongst many that constitute this environment. Benzodiazepines
were described as ‘part and parcel of heroin life’ and that ‘along with benzos comes a whole other family of
drugs’.

L 3 It’s like you’re on a boat, and you’ve got an oar but your oar’s broken. ... It’s like you
cannae paddle anywhere ... because all these drugs and circumstances around yer. ... If you
took benzos out of that whole equation, | could probably guarantee you that my life would
probably be a bit different.

There were also local drug-related factors that may have contributed to the recent rise in the rates of
benzodiazepine-related harms. Many of the professional experts working in the third sector cited a
noticeable change in overall drug-taking patterns across Tayside, and specifically Dundee. They referred to
reports from their service users of a fall in the quality and purity of heroin across Tayside, the small number
of heroin dealers still active in Dundee, the relative very low cost of ‘street’ benzodiazepines, and the rise in
crack cocaine use occurring in parallel with an increase in demand for ‘downers’ as ‘landing gear’ to ease
the associated unpleasant comedown. Some of these views were corroborated by the EBEs during the

interviews.
L 3 | think etizolams are cheap ...it’s cheap! And then if you’ve got crap quality heroin...
| 2 Drugs have changed in Dundee, haven’t they? It’s went fae smack and Vallies to

crack and Vallies.

The higher order motivations and triggers should not be neglected. Whilst somewhat beyond the
scope of this assessment, one clinical interviewee stressed the importance of political action on
social exclusion, poor housing, inadequate education and poverty as a form of primary prevention
of problem benzodiazepine (and other illicit drug) use.
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4.3.2 Patterns of use

Many EBEs described how benzodiazepines were mostly used alongside other substances, either in an
attempt to potentiate the effects of the other drug (most often opioids), to bridge the gap between supply
of other illicit substances (again, usually opioids), to alleviate the negative effects during the comedown
from psychostimulants (such as crack cocaine), or to protect against the withdrawal from alcohol.

| 2 People would take them on top of their heroin ... to get more out of it. ... Or if your
withdrawing off heroin, you’ll take the Vallies to kind of get you through until you get
another bit.

| 2 You’ll take Valium for your comedown, for your sleep, so you’re settled and at ease.

L 3 Over the years when | was drinking—drinking and partying and all that—I knew if |
stopped | would have a seizure—it’s an automatic thing—so | started taking
[benzodiazepines]. So | suppose for a while | did have a habit.

However, for others, the use of benzodiazepines had become part of the daily rhythm of their lives and had
developed into a habitual pattern of use regardless of any specific motivation or trigger.

L 3 At work I’m fine. | relax. | dunnae even think about them. It’s as soon as | get home,
even just started to make my tea, that’s a problem, ken? ‘Cause it’s like, “aww hurry up,
benzo time!” Ken? ... | call it—I think, “Aww benz o’clock.”

| 2 | take like a couple in the morning, maybe a couple in the afternoon depending on
how I’'m feeling. ... Really now it’s just [preventing] the withdrawals. ... | have had periods
where—like—that something’ll pop up and I’ll maybe take that extra couple.

Many of the EBEs elaborated by describing how they had experienced a slow and, in some cases,
imperceptible transition from self-controlled occasional use, through regular and habitual dosing, to a
dependent-type pattern that was driven more by the avoidance of unpleasant withdrawal syndromes (see
Section 4.4.1) than the pursuit of any desirable effects.

| 3 I didn’t even know | had a problem, because it snuck up on me so much, and
because it was something that | was prescribed. | didn’t recognise it was a problem because
| was like, “This just makes me function.”

Several of the interviewees were aware that there were both pharmacological and psychological elements
to their development of dependence.

L 3 Basically, it goes from ... you being in control, from—like—once a weekend, or—like—
twice at a weekend ... and then it becomes you’re waking up and you’re just not feeling
yourself anymore. So then it becomes a daily thing ... mentally and physically needing it.

| 2 As soon as | was cut off [from my prescription], | was like, “I need this, | can’t
function without it.” Whether that was a physiological thing or a psychological thing doesn’t
really matter because | was convinced that | needed this.

For others, it was apparent that the psychological aspect of dependence was predominant with one
interviewee describing benzodiazepines as their ‘crux’ and that they would sooner be taken off their
methadone prescription than to be left without them.

L 2 They said that the rules around benzos were changing and that—erm—that they
were taking people off them which was really frightening ‘cause, at that time, I’d been on
them for ten years. ... All | could think was that if they take me off o’ this, I’ll gi’e back to the
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way | was before | took the first two milligrams, which was a nervous wreck. | was scared of
my own shadow!

From their experience of managing and caring for people who use benzodiazepines, several of the clinical
staff hypothesised that there are several different patterns of use, or perhaps a spectrum of use,
identifiable amongst people who use benzodiazepines. This included what was referred to as a ‘very high
risk’ group of people: those who are currently consuming very large quantities or doses of (typically)
‘street’ benzodiazepines, are very likely to be using other illicit substances such as opioids and
gabapentinoids, are not necessarily acknowledging the potential for harm, and who are most likely to
become known to services through the non-fatal overdose pathway or, sadly, as a drug-related death.

A lower risk group, at the opposite end of the spectrum, was also described: those who have recognised
the potential for harm, are currently motivated to reduce their benzodiazepine use, are stable on (or no
longer requiring) opioid substitution therapy, were engaging with drug services and key workers as well as
third sector and informal support groups, and are more likely to have an underlying psychiatric comorbidity
(such as an anxiety- or trauma-related disorder) for which they are currently self-medicating and for which
there are known and effective alternative pharmacological and psychological treatment options.

One clinician identified another, uniquely at-risk group: people who are long-term users of legitimately
prescribed benzodiazepines, mostly for trauma-related diagnoses, who do to not identify as ‘substance
users’ and are therefore hesitant or resistant to engage with substance use services and so continue to
remain hidden from services despite unmet health needs and an enduring capacity to benefit.

4.3.3 ‘Prescribable’ and ‘street’ benzodiazepines

Whilst several of the EBEs described their first experience of taking benzodiazepines being their own
prescription medication for indications such as anxiety or as part of an alcohol detoxification regimen,
many also described using a known friend’s or relative’s prescription diazepam.

| 2 When | started taking them, it was my gran’s. | used to steal them off my gran. She
got a repeat prescription. ... She had bowls ... up in the bathroom so | used to go up and
take them and | liked the feeling of them.

L 3 [My then partner] got prescribed a five-milligram diazepam and he gave us—he just
used to give us a half-half a five-milligram tablet and | noticed it made us feel so much
more at ease. | just wasn’t as so agitated and nervous and stuff, and that’s kinda where it
started.

However, in most cases this was soon followed by seeking alternative sources such as purchasing ‘real
Valium’ (i.e. ‘prescribable’ benzodiazepines) from strangers or known dealers but ultimately turning to illicit
‘street’ benzodiazepines when the rates of diazepam prescriptions, and therefore diversion to the illicit
market, began to decline.

L 3 When | got cut off my prescription, that’s when | went to the street because | then
wasn’t able to get it prescribed. ... | knew somebody who was getting it prescribed as well—
and it was awful because they were an old person—but | would get it off of them.

| 2 The only time | turned to street Valium was when | got to the point where | could
not get real Valium. You just couldn’t get them at all, anywhere, no one had them.

That ‘street’ benzodiazepines are not in fact the same as ‘prescribable’ benzodiazepines was a well-known
fact for all those EBEs who had made this transition and many expressed the view that they were now
consuming an entirely different substance than what was initially intended.
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| 2 For me it started off with real Valium ... then fake Valium is totally different, you
cannae speak about the two of them like they’s the same, ken?

| 2 We eventually knew that it wasnae Valium we were getting ... ‘cause you were
[falling unconscious], forgetting things and all that.

The use of benzodiazepines, particularly ‘street’ benzodiazepines, was acknowledged universally by the
professional experts as a significant problem in Tayside warranting urgent attention and action to prevent
further harms and deaths. Several of those who had spent many years working in Tayside reported that
benzodiazepine use has been a long-standing problem. Many also referenced the polydrug nature of drug
consumption across Tayside, with benzodiazepines often being secondary to another substance, and that
singling out benzodiazepine use as an isolated factor behind the recent increases in DRD is a somewhat
artificial division that fails to account for fact that it is mostly the interaction between drugs that is the main
driver of adverse outcomes amongst this population, a view that is supported by the epidemiology
presented above.

4.3.4 Perceptions of risk

This transition has brought with it a change in the perception of risk associated with the use of
benzodiazepines. Whilst ‘prescribable’ benzodiazepines are viewed as relatively safe, mostly owing to the
perceived endorsement by the medical profession given the historically high rates of prescriptions, all of
the EBEs interviewed were aware that ‘street’ benzodiazepines bring an additional risk of adverse effects
and harms due to either the unknown quantity of active ingredients, the potential relative potency
compared to ‘prescribable’ diazepam, or the unknown adulterants and substitutes used in the manufacture
of such illicit drugs.

L 3 Although it’s blue, it’s not ten-milligram. It’s usually more. Or less! You don’t know!

| 2 You could be—like—you’re on the ones that have basically nothing in them, and you
end up—like—getting ones that are a lot stronger. It’s dead dangerous. You end up going
over.

L 3 The ones I've been caught with ... the police have examined them. There’s no
diazepam in them! ... Not one bit. ... It was quetiapine and a number of other things.

Nevertheless, many of the EBEs stated that they had continued to use ‘street’ benzodiazepines due to the
severity of the withdrawal syndromes when attempting to reduce their intake as well as the perception
that the need to ‘escape reality’ and ‘getting away from the problem’ still outweighed the perceived risks.

| 2 It scares me. | don’t what’s in ... these Vallies and then having to take the risk
because | cannot handle the withdrawals. They’re just—I’ve tried coming off them | don’t
know how many times. ... I’'m needing help to get off this last couple.

| 2 You’re thinking about getting away from the problem that’s causing you the
problem. ... When you’re on drugs, you don’t think about the risk. It’s not ‘til you’re clean.

| 2 You hear on the street there’s batches killing people. You’re still gonna then take it.
... You want to escape reality at that time, physically and mentally.

Some of the interviewees described using a variety of harm reduction strategies in an attempt to minimise
this risk. These strategies included consuming a small amount of newly purchased ‘street’ benzodiazepines
in order to test its effect before matching their usual intake, only consuming the drugs in their own home
or in the presence of trusted others, buying in bulk in an attempt to maintain a supply of tablets of a
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predictable strength, and ordering from the internet in the belief that this was a more reliable source than
dealers on the street.

| 2 | wouldn’t take them all in one night ... and | wouldn’t go out the house. ... | would
sitin ... and | would take maybe ten or twelve ... and | would get sleep.

L 3 I try and get them off the internet when | can, when I’'ve got money, and they’re
much better. ... At least you’re getting them in a strip. | don’t know where they come from.
You’re getting them from Turkey or some—Albania or something. ... | think they’re just the
generic—you know—diazepam but ... they’re so much better.

Many of the EBEs also described a sense of additional risk owing to the contextual vulnerabilities of the
nature of living with problem drug use, mainly through being targeted by dealers ‘as a means to an end’
and the normalisation of drug use in certain environments. This was cited as a factor in both perpetuating
their use of benzodiazepines and in their introduction to benzodiazepines in the first instance.

| 3 They’re just pushing these Valium onto me and, the vulnerability, and I’'m like, “Oh
yeah OK. I'll take them.” And like, “Yeah, yeah. No problem. I’ll pay them.”

L 3 You get vulnerable people who are put into like bail hostels and stuff like that who
wouldn’t even touch a Valium. ... By the end of the week, they’ve been in there like seven
days ... and because they’re no safe places or safe environments ... they’re starting to use
Valium! ... People are preyed on as well. ... Drug dealers, they prey on the vulnerable.

4.4 How do benzodiazepines harm the people that use them?

4.4.1 Withdrawal Syndromes

All the EBEs were able to describe vividly their experiences of withdrawing from benzodiazepines although
the syndromes varied significantly from person to person. For many, the most common distressing
symptoms were emotional or psychological in nature and centred on an intense anxiety and even paranoia.
For some this was a new experience whereas others attributed it to the unmasking of the now un-
medicated underlying anxiety. There were also numerous reports of difficulty with concentrating and
short-term memory — a finding that was corroborated by the clinical professionals who also suggested that
these symptoms remained common findings in their patients even months or years after the cessation of
benzodiazepines use.

| 2 It’s—like—anxiety and your emotions all over the place. You’re laughing one minute,
you’re crying the next.

| 2 It’s weird because your mind goes. It’s like your fracturin’ your mind a wee bit, ken?
It’s like your cognitive ... your thinking goes, your thought process, your clarity, your
communication skills ... you’re shaky. ... In your head your convincin’ yersel’ its ‘cause you
need mare but now ... lookin’ back ... its ‘cause my body was getting’ rid of them.

Physical symptoms were also common and ranged from constitutional symptoms such as fevers, excessive
sweating and a general feeling of being unwell to more specific symptoms such as leg pains, twitches and
tremors as well as gastro-intestinal disturbances.

L 3 I’'m being sick, I’'m—I’m running to the toilet, it’s just—like— it just comes from me, it’s
sweating from yer, it’s just coming from everywhere, ... your bones are aching, it’s just—it’s
the worst feeling I’'ve ever had. Yer heads all over the place, yer—yer really emotional, yer—
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it’s—it’s awful. The withdrawals are worse than—it’s worse than opiates ‘cause your minds—
like—all over the place as well, yer head’s banging.

| 2 | did stop takin’ ‘em for three days and the doctor had to come out to me. ... There
was a lot of hallucinations, being sick, the tremors. | was really quite ill.

Three of the EBEs described having seizures, although two reported they had since received a diagnosis of
epilepsy whilst the other primarily attributed their seizures to an alcohol-related withdrawal syndrome.
Other physical harms, not attributed by the EBEs to the withdrawal syndrome, were generally in relation to
poor self-care that might be considered common amongst people living with severe problem use of any
particular substance. This included appetite and weight loss, poor dental hygiene and sleep disorders.
Some attributed hospital admission with severe physical iliness to the deterioration in their physical health
which had occurred alongside their problem drug use, but also as a result of a being unable to eat and sleep
optimally due to a perceived lack of support from statutory services i.e. a prescribed benzodiazepine during
periods of withdrawal.

This wide range of diverse symptoms and person-to-person variation was noted amongst the professional
experts with one of the clinicians characterising the benzodiazepine withdrawal syndrome as ‘highly
unpredictable’. During one consultation, a hypothetical thought experiment was discussed in which the
illicit supply of ‘street’ benzodiazepines was abruptly halted in Tayside. The consequences of such a
scenario were described as having the potential to quickly overwhelm specialist drug services as well as
place substantial short-term pressure on the acute psychiatric and general medical capacity of the region.

4.4.2 Adverse behavioural and cognitive effects

Almost all of the EBEs described changes in personality, some short- and some long-term. It was
acknowledged that these changes may be as a result of living with problem drug use in general rather than
any specific pharmacological (or otherwise) property of benzodiazepines.

| 2 It changed me—like—completely as a person. It just completely changed my entire
personality, because my world revolved around Valium.

L 3 | want me back now. It’s just, I’'m not me on them. I’'m not—like—the same person.
... lwouldn’t do some of the things that I’'ve done and said and think, and your thought
process aren’t the same and that either.

However, several of the interviewees were adamant in their attribution of instances of aggression and
violent behaviour to their use of ‘street’ benzodiazepines in what appeared to be descriptions of
paradoxical reactions, or indeed unwanted effects of other active substances within these illicit tablets.
Many described feeling as thought they were ‘invincible’ or were wearing ‘a suit of armour’ and ‘could fight
the world’.

| 3 I turned into The Hulk. Like at one point—and | don’t know I think it was like an
adverse reaction. ... It sounds awful but-like— by the time | got put in Carseview, | was ready
to fight everybody and its why | got locked in my room at one point ... which is the opposite
of why | took it in the first place.

For some this took the form of severe acute behavioural disturbances which included significant acts of
violence. In some cases, this resulted in life-changing consequences such as long custodial sentences.

L 3 | took—-must’ve been about four or five [‘street’ benzodiazepine tablets] ... | canna
remember gettin’ home to my girlfriend’s but | smashed her house up wi’ a baseball bat and
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I’'ve nae memories. I’'ve got flashbacks of gettin’ lifted and stuff like that but I've nae
recollection of daein’ it. ... | got put in prison ... because of that.

| 2 | was so off my face on them, | didn’t really know what | was doing. ... There was a
big argument. ... | got the ‘Vallie Rage’ is what people would call it on the street. ... | just lost
it and | just said to him, “Do you want me to put a blade through you?” and he went, “Aye,
on you go. Do it. You’ve not got it in you. Go for it, go for it, go for it.” And | just done it, but
I would never have done that sober. It was purely because | was on Valium.

Many of the EBEs reported at least some impact on their cognitive abilities as a result of their ‘street’
benzodiazepine use, such as a difficulty concentrating and forgetting appointments. Memory loss was a
frequent complaint and took many forms. These ranged from temporary but complete anterograde
memory loss, or ‘black outs’, after having ingested of a significant quantity of benzodiazepines, to more
subtle difficulties in accessing long- and short-term retrograde memories. Indeed, several interviewees
requested that questions were repeated after they had already begun to answer. In some instances,
periods of memory loss were compounded with other harms such committing criminal acts, becoming a
victim of crime, and being involved in disturbing and unexplained events.

| 2 I’'ve woke up in Perth prison, not been remembering being in court, being
remanded, I’'ve wet the bed in prison and everything. | couldn’t remember being taken
there. | had to ask why | was there! Luckily it was nothing serious.

L 3 [It was never my intention to be] out my face to the point where | don’t know where
| was going, or who | was with, or what | was doing, or who was stealing my purse, or who
was emptying my bank account. ‘Cause all these things happen and you get up the next day
and you’ve no recollection at all of what’s happened. You might have no recollection of who
you spoke to, where you’ve been, what you’ve done.

L 3 I was like really out of my head ... must’ve just flaked out on the couch. ... Woke up
in the morning ... the clothes | had on were covered in blood, my jeans—all down the legs of
my jeans were all covered in blood, my jumper was all blood. | wasn’t bleeding! | couldn’t
find anywhere that | had been bleeding from, didn’t know where the blood had come from,
didn’t know what had happened, didn’t know who or what had happened to ... that was just
these street Valium. There was no alcohol or anything.

4.4.3 Social harms

The adverse behavioural and cognitive effects described above have already referenced various social
harms such as the impairment of inter-personal skills and interactions with the criminal justice system, both
as perpetrator and victim. A further theme emerged amongst the EBEs regarding damaged relationships,
whether as a direct result of their own behaviour whilst under the influence of substances, due to indirect
downstream consequences such as incarceration, or through the effects that substances have had on their
loved ones. Whilst these harms could be attributable to the often-chaotic nature of living with problem
drug use in general, many of those interviewed specifically cited the role that benzodiazepines had played.

| 2 People hated me—like—and | don’t blame them. People who | was friends with before
now know me as “Crazy [name redacted}.” ... But it wasn’t—that wasn’t me—like—that was
the drugs! ... Trying to explain that to people—like, “You know that time that | pulled a bottle
on you? That was not me!” ... I’'m mortified.
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| 3 | would say me and my Dad have never been the same since. He’s been to see me
once in prison. ... He said, “I'll come and see you once, and once only” and he’s never been
back. So | would say that that’s’ probably irreparable. ... He had [a significant illness]
recently so that’s me thinking—like, “Holy shit! ... I've wasted twenty years of my life on all
this bullshit.”

| 2 I’'ve not got a dad, I've not got a mum mentally, and my sister’s dead and my
brother’s in the jail. And I’'m sitting here just out the jail. ... Pretty much all to do with
benzos.

Another frequently raised social harm was the societal stigma that is attached to problem drug use. Whilst,
again, much of the commentary was not necessarily specific to benzodiazepines, all of the EBEs made
multiple remarks about how stigma affects their everyday lives and comments on this theme typically arose
organically and without prompting. There was a general impression amongst the EBEs that they, as people
living with problem drug use, are seen as less than human, are all ‘tarred with the same brush’ and are
regarded as the ‘lowest of the low of society’.

L 3 You’re third class citizens, you’re not even second class, you’re third. That’s how you
feel ... and that’s how you’re spoke to a lot of the time as well. ... Like you’ve no got a brain
between you two ears.

Several interviewees did report a difference in the stigma surrounding benzodiazepines specifically, when
compared to other substances of potential misuse. This included a comparison to alcohol and the relative
societal tolerance of binge-drinking whereas benzodiazepine use is ‘not seen as socially acceptable’.
Another interviewee described how a relative, who was known to use cocaine recreationally, would
describe people who use benzodiazepines and other ‘downers’ as a ‘junkie’ despite their own use of
psychostimulants. The theme of stigma in the context of interacting with general clinical and specialist
drug services is discussed in more detail in Section 4.5.6.

There are potentially additional wider social harms relating to the impact on the children, families,
dependents and loved ones of people who use benzodiazepines that do not lie within the scope of this
corporate assessment. It is likely that these wider social harms are both common and significant and are
thus identified as a further research need.

4.5 How do people who use benzodiazepines appraise current services?

4.5.1 General impressions

Most of the EBEs were extremely critical of statutory services. This may be related to the selective nature
of the sample, as described above, and the views described here may have been different had the

participants been recruited directly from the statutory services. Nevertheless, these views are informative
of the experience that at least a proportion of people using benzodiazepines in Tayside have encountered.

The overall response of the interviewees and focus group attendees was one of a general lack of options for
professional help with their benzodiazepine use. Whilst it was recognised that funding and resource
constraints are a significant limiting factor in service provision, many of the EBEs saw the wider drug
recovery network in Tayside, and particularly in Dundee, as dysfunctional with one focus group attendee
describing it as ‘a very broken system trying to fix broken people’. There were several comments regarding
how specialist drug services did not connect well with other healthcare services, such as mental health and
gynaecology. Many interviewees ultimately attributed their past or current problem drug use as a
consequence of not being able to receive adequate support.
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| 2 If I’d have had the help, at every time, at every junction, | would never had’ve been
the way | am, the way | was, the person that I've become. Like, seventeen-year-old, | wasn’t
in that room beggin’ for Valium ‘cause | wanted Valium., | was wantin’ help!

Others described specific contextual factors that presented barriers to their engagement with recovery
services. These ranged from geographical limitations such as the dispersed nature of the recovery
community across the seven towns of Angus, being intimidated by the ‘hectic’ environment in some
community hubs in Dundee, the presence of drugs in community recovery settings, and the perceived
actions of the Police in targeting recovery cafes for surveillance as likely hotspots of drug dealing.

L 3 Nine times out of ten the Police will be camped up outside, which | don’t think is
fair. ... The Police would just sit outside and it would put a lot of people off going.

However, most of the EBEs described how they generally felt more comfortable in TSO settings when
compared to engaging with the NHS or other statutory services. This is perhaps expected given the
difference in the nature and intensity of the services provided, with statutory services being a more
transactional, clinician-patient dynamic whilst the TSOs are able to provide much lower intensity but more
frequent and relationship-focussed engagement.

Considering relationships, a lack of continuity of statutory service key workers was presented as a
significant limitation in the quality of care received by the EBEs, recognising that this is a crucial factor in
developing an affective therapeutic relationship built on trust and mutual understanding.

L 3 Keep getting changed key workers as well. You cannae build that relationship if
every—what—couple of month you’re getting a brand new key worker. Sometimes that key
worker doesn’t even gi’e a shit, to be honest.

4.5.2 Access to prescription benzodiazepine substitution therapy

Consultations with the clinical experts confirmed that prescriptions of diazepam for the purpose of assisting
people with problem benzodiazepine use are rare. Several clinicians reported, albeit anecdotally, that the
number of such off-licence prescriptions they had provided were on average between four and seven in a
12-month period. Furthermore, it was also confirmed that such prescriptions are not currently available for
people who have an isolated problem with benzodiazepine use or those who have multiple substance use
concerns but are only seeking help for their benzodiazepine use. Instead, only people seeking support for
problem use of another substance, such as opioids or alcohol, with comorbid problem use of
benzodiazepines are eligible for such treatment.

The cited reasons for this ranged from the lack of a conclusive evidence-based supporting the use of
diazepam as an effective detoxification treatment, a lack of available resources, the risk of diversion to illicit
market, an overly ‘protocolised’ referral pathway, and the difficulty in assessing the baseline
pharmacological dependence for ‘street’ benzodiazepines. The prison environment was cited as an
exception to this rule with a 12-day detoxification prescription available (in contrast to the usual 3-month
community prescription) to those in whom benzodiazepines are detected on reception into custody.
However, again anecdotally, the relapse rate for this ‘prison detox’ was considered to be high given the lack
of concurrent psychosocial interventions and the unaddressed risk factors for addiction.

Amongst the EBEs, there was a universal demand for ‘detox prescriptions’ of diazepam. All of the
participating EBEs thought a diazepam prescription would help them to achieve abstinence from all forms
of benzodiazepines. However, most of the EBEs recounted histories of having been denied this type of
support, in some cases despite explicitly asking for it. Much of the frustration was centred on two main
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criticisms: the lack of an explanation as to why benzodiazepine assisted treatment was not an option for
them, even in the context of a licensed indication such as anxiety, and the perceived injustice that
medication assisted treatment was routinely prescribed for other substances of abuse such as opioids and
alcohol.

L 3 I don’t think they’ve ever gave me a reason ‘cause they just said it’s something they
don’t do and if you go to your own GP they won’t even entertain you about that they’ll just
divert you to the drug services.

L 3 Why’s all this money getting pumped into opiate substitute treatment and alcohol
and all that, and nothing’s getting done about this? ... We’re behind, it’s as simple as that.

L 3 Obviously, | go to the chemist every day for my methadone. So | was like “Why can’t
you just give me a—I don’t know—a ten-mil tablet every day when | go for my [methadone]?”
... They’re willing to treat one drug but not another drug, when they’re both causing just as
much problems.

L 3 For etizolam, [substance misuse services] say we can’t treat that drug of addiction
but what’s methadone? What’s suboxone? You know—people are dying because they are
having fits and knocking themselves out, ending up in Carstairs, Carseview.

Several interviewees also put this into the context of access to residential rehabilitation services. Whilst it
was acknowledged that this type of service was available through the third sector, this was usually with a
policy of ‘total abstinence’, an approach which was deemed unrealistic for this population.

| 2 | know it costs money and all that ... but look at alcohol. They’ll put you in there for
a week, they’ll give you vitamins, they’ll feed you up, they’ll give you diazepam, they’ll take
you back off it, and they’ll put you out the door fresh.

| 2 The only you rehabs you’ve ever got the option of going to are total abstinence
rehabs. ... It’s total abstinence from every drug. ... You’re not even allowed to have a
cigarette, and if you’re coming off of benzos | think the least you might need is a cigarette!

Another interviewee also pointed out an apparent geographical inequality in service provision, describing
how an acquaintance had recently moved to the NHS Fife catchment area, a neighbouring health board,
and had been provided with a detoxification regimen of prescription benzodiazepines within two weeks of
their first presentation.

Several EBEs detailed the explanations they had in fact been offered for the lack of medication assisted
treatment. These included a lack of accurate information on the current doses of benzodiazepines being
taken due to their illicit nature, whether indeed a benzodiazepine was being ingested at all, and the risk of
overdose outweighing any potential for benefit. In the cases where explanations had been offered, these
were deemed to be either inadequate or illogical by the EBEs.

| 2 There’s this argument about, “We cannae put them on Valium because how much
do we gi’e them ‘cause we don’t know how much etizolam they’re taking?” Right, but when
someone goes on a methadone script, they don’t know how much heroin I've just took. All
they know is I've took heroin ... and then they’ll go, “There’s thirty mil of methadone.”

L 3 | know people need to keep safe and they need to watch overdoses and stuff like
that but look at the population you’re dealing with! These guys are taking fifty at a time!

Only one of the EBEs reported having received a benzodiazepine prescription explicitly as part of a
benzodiazepine detoxification programme. However, this was in a particularly unique set of circumstances
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including a strong and vocal advocate, and support in the community able to offer close monitoring. It was
acknowledged that this intensive support may be difficult to replicate due to the limitations of both the
statutory services’ and TSO's available resources. However, this arrangement, conducted in agreement with
the GP, ultimately proved effective and perhaps provides an example scenario in which a benzodiazepine-
assisted detoxification can be successfully conducted in the community.

4.5.3 Alternatives to prescription benzodiazepines

In the absence of benzodiazepine assisted treatment, it was apparent that many of the EBEs had
subsequently turned to alternative forms of help such as self-medicating with other substances (e.g.
alcohol), increasingly turning towards ‘street’ benzodiazepines, and even contemplating getting ‘a two-
week remand or a wee sentence in [HMP] Perth just to get a detox.” Others described how they felt they
had been pressured to increase their methadone prescription doses in an apparent attempt to treat their
benzodiazepine withdrawal symptoms.

L 3 It was like, “Well, we can’t give them the ... diazepam now.” So the answer was just
to up, up, up the methadone. Every time they’re struggling, put it up. Struggling some more,
put it up again. It wasnae the answer! ... My body was needing, was wanting and craving
the benzo ... and all that succeeded in doing was giving us a hundred-mils-a-day methadone
habit.

| 2 Just like forcing more up, wanted my methadone upped, and they think that—that
that could maybe help with the Valium as well. “So d’you want your methadone upped?”
“No! I’'m not wanting to go up on my methadone any more! It’s an opiate—like—and I’'m
quite stable.”

Another prominent criticism pointed to the perceived illogical current practice of being encouraged to
continue consuming ‘street’ benzodiazepines despite being warned of the inherent health risks. Some of
the interviewees went further in their criticism, stating that the expectation that people living with problem
drug use would be capable of managing their own carefully coordinated detoxification was highly
unrealistic, a criticism that also applied to maintaining accurate drug diaries.

L 3 They’ve seen the state of me. ... They’ve seen I’'m in withdrawals from them. ...
They’ll say to you, “We agree [name redacted], you need off these things but we can’t give
you a diazepam detox on them. We advise you just ... buy small amounts off the street ...
maybe take half the tablet.”

| 2 How can you tell a drug addict to take ten tablets one day ... and eight the next ...
on their own accord, when they’ve got an addictive personality? The first thing they’re
gonna do is go, “Oh | don’t feel good. I've got them sitting there and yeah I’ll take them.”
Whereas if you’ve got someone distributing them to you and you have to take them the way
methadone is—y’know—given to you and you have to take them there and then.

| 2 Tapering off [yourself] doesnae work if you’re living in the madness.

The professional experts working in the third sector described how this was a particular concern of theirs.
Given the lack of prescribed drug assistance, many of these experts were ‘muddling through’ with
supporting their clients in this self-managed reduction in ‘street’ benzodiazepine use. Whilst there were
numerous examples of considerable effort being made to ensure evidence-based harm reduction advice
was being provided, through strategies such as harm reduction workbooks and provision of multi-
compartment compliance aids (e.g. Dosette Boxes) for ‘self-detoxing’, some of the third sector workers
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reported feeling exposed to unnecessary levels of risk given the lack of appropriate clinical oversight and
the unpredictable nature of these drugs.

4.5.4 Cessation of benzodiazepine prescriptions

Several of the EBEs also pointed to the origins of their problem benzodiazepine use and apportioned blame
to the statutory services, firstly due to the length of their prescriptions in the first instance and
subsequently the abrupt cessation of these prescriptions. One interviewee went as far as saying ‘these
people made us junkies’ whilst another believed that statutory services had ‘created a market’ for ‘street’
benzodiazepines.

| 2 I didn’t know that it was only ever meant as a short-term solution. ... | was quite
angry that ... that wasn’t flagged up by somebody in my GP’s surgery. ... The blame for that
should’ve passed to them. ... As much as it was my choice to take the medication, when
you’re prescribed something from a GP, you think that they’re doing what’s best for you ...
you’re taking what you think they think you need.

L 2 Not long after | came out of hospital [for pneumonia and sepsis] then they said,
“Right, we’re takin’ yer off your benzos.” ... They just said it’s happening, this is happening
all over the Tayside.

However, this was not a universal opinion and one of the focus group attendees was ultimately grateful for
the suggestion to taper off their prescription, stating that they would have been unlikely to suggest it
themselves. Others appreciated the difficulty that clinicians may face in trying to find dose equivalence for
a diazepam prescription, in the knowledge that the majority of ‘street’ benzodiazepines contain mostly

etizolam.
L 3 It would be hard to find out ... what would be the equal to that.
| 2 They’re stuck in a rock and hard place as well. How do you help someone on

etizolam when it’s not even prescribed?

4.5.5 Access to mental health services

Further criticism from the EBEs was levelled at the lack of access to mental health services and the
apparent paradox in which eligibility for mental health support is dependent on drug use stability which
itself may be dependent on improved mental health.

| 2 It’s like, “Treat your drug problem first.” But it’s like, “Well, how can | treat the drug
problem ‘cause when | stop taking drugs all the abuse and trauma that I’'ve been through
comes back tenfold and then | need to find a way to block it out so | end up taking
something else.” ... You still need to self-medicate because you’ve not dealt with the [mental
health] issue.

L 3 They usually say, “We’re not treating your drug addiction unless you’ve treated your
mental health.” Well how can I if my mental health is the reason I’'ve got a drug addiction?
But then when you have a drug addiction ... you’re not just dealing with the mental health
issue, you’re then dealing with withdrawals ... you’ve got a double whammy.

Others pointed to the long waiting times associated with psychiatric, psychological and counselling
therapies even when they were considered eligible for such treatment.
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| 2 | was offered counselling at different times, but it was always through [the third
sector]. It could be an eight-to-twelve week waiting time. In eight-to-twelve weeks’ time you
could be like, “Well what’s the point?”

L 3 The doctor telling us | would get an appointment in six month, and I says to him,
“Well, that’s not helping me now if I’'m not sleepin’ and ... when | got my eyes shut I’'m
seeing [flashbacks]”

This was also reported as problem in the prison environment.

L 3 They’re there but it’ll take you a long time to see them. You’d have to put in a slip to
see the psychologist and they’d maybe come and see you next month.

Several of the EBEs also felt that the underlying reasons for their problem drug use had not been
adequately engaged investigated and that a more holistic understanding of their problems could have
resulted in a reduction in harm and better long-term outcomes.

| 2 A big part of it was probably addiction but | think if they’d have looked further into
it they might have realised that there was underlying mental health issues here as well.
That might have required something like lorazepam or diazepam or something to help me
cope, not the methadone.

L 3 [ needed] somebody looking a bit more deeply into why | turned to drugs in the first
place, like, maybe asking or, like, getting some kind of counselling service to find out why,
why | started taking drugs ... find out what the triggers were.

The current coverage of mental health treatments and therapies for people who use benzodiazepines (and
the wider problem drug use population) was widely acknowledged from all sectors of the consulted
professional community as not currently meeting the need. The overwhelming view was that this is
primarily due to current levels of staffing, finance and other resources being unable to match the present
demand. Indeed, one clinician stressed that if statutory services were to begin offering treatment to
people who only use benzodiazepines, then this represents an expansion of scope rather than a
realignment of service provision and this must be met with an appropriate expansion of available
resources.

In an apparent confirmation of the paradox described above, another cited factor was the necessity for
potential psychological therapies clients to be ‘stable and able’ in regards to their present drug use i.e. they
have a stable and predictable level of illicit (or otherwise) drug consumption and are able and willing to
fully participate in the rigours and demands of often intensive therapy.

4.5.6 Stigma

Some of the most passionate remarks throughout all of the interviews were reserved for descriptions of the
stigma experienced in both general clinical and specialist drug services. Many felt ‘judged’ whilst
interacting with services and that clinical decisions were being made based on stereotypes rather than on a
person-centred basis. One interviewee described how stigma had made the process of daily methadone
dispensing ‘soul-destroying’. Others described feeling infantilised when receiving ‘stars’ as part of a
recovery programme or patronised when receiving the results of their toxicological screens.

| 2 | found that for a while | was self-medicating because whenever you’ve had the
slightest problem with drugs, could be the smallest problem with drug addiction, any GP you
go see dfter that you just—you just get the feeling that they just think you’re there for drugs
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| 2 | was phoning up the doctors and beggin’ for help, pleading for something to help,
when I’m needin’ some kind of help here! You ken everything I’'ve been through. It
shouldnae be a postcode lottery and | shouldnae be telled that I’m leadin’ yous because I’'m
being up front. ... That doesn’t help me. ... [l feel like] a fourth-class citizen.

L 3 I walk in the door [of the GP’s consultation room] and she goes, “Nah, | cannae gi’e
you anything.” [Laughs] Fuckin’! I’'ve not even said anything yet! [Laughs].

Some of the EBEs described how this stigma had resulted in a change in their health-seeking behaviour.
This included a future reluctance to engage with services due to the perceived likelihood of receiving
discriminatory treatment or a need to exaggerate certain aspects of their presentation in an attempt to
receive appropriate treatment. Two interviewees described specific situations in which they feel they had
been inappropriately challenged because they had not been believed to be reporting their drug use
truthfully, resulting in a breakdown of trust with their key workers and a sense of unease with how to
progress with that particular relationship.

L 3 | think the systems shot itself in the foot far too much, because now ... people are
coming out saying this and that, exaggerating ... normal people shouldnae feel like they’ve
got to fuckin’ embellish ... to get help. ... It makes it harder for people.

L 3 They feel like they’ve made an effort before but they’ve not been believed and ...
you think—like—what is the point, and no matter how truthful you are, you feel like you’re
not being believed some of the time.

4.6 What services or treatment strategies do people who use benzodiazepines want?

4.6.1 Benzodiazepine substitution therapy

The service or treatment strategy that was most commonly, and often most passionately, wanted by the
EBEs was the option for a benzodiazepine substitution therapy, or a ‘benzo detox’, in the form of a tapering
diazepam prescription. Several of the EBE’s stated that this would be the single biggest factor in helping
them to achieve recovery from their problem benzodiazepine use with others pointing to the lack of such a
prescription being the underlying reason why they had developed ‘the habit’ in the first instance. Many of
the EBE’s used the language of ‘choice’ and ‘options’ and that ‘people should be gave the chance’. Others
spoke of scenarios in which prescription benzodiazepines might in fact be indicated on a more enduring
basis in order to treat underlying anxiety and that this should no longer be denied to people simply on the
basis of their current or past ‘street’ benzodiazepine use. Several of the interviewees also expressed a
sense of urgency and their desire that such a prescription should be available rapidly on detection of
benzodiazepine dependence or ‘as soon as they present themselves saying, “I want to stop these.”

The desire to ‘stop on my terms’ was a common theme in relation to detoxification with some discussion
on potential dispensing arrangements, the rate of dose tapering, and the point during recovery at which a
prescription would be most beneficial. Although most of the EBEs who had experienced daily dispensing of
methadone were not particularly fond of this arrangement, most would be willing to tolerate it if this was a
requirement for a diazepam prescription. One focus group attendee remarked that, from their experience
of tapering off a historical benzodiazepine prescription, that they would likely have misused the
prescription had it not been closely controlled. Others described that the most convenient method of
administration would be a long-lasting weekly or monthly depot injection, although it was acknowledged
that this preparation of a benzodiazepine does not currently exist. Several of the EBEs had managed to
‘self-detox’ from ‘street’ benzodiazepines with various degrees of difficulty and most recognised that a
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prescription for diazepam would have made this process easier. For some, they felt they would have
gained most benefit at the very start of their detoxification and stopped taking other forms of
benzodiazepines immediately, whilst others would prefer to taper their ‘street’ benzodiazepine
consumption down to the lowest tolerable amount in order to use prescription diazepam at their point of
most difficulty. Overall, the impression was that people who use benzodiazepines want choice in how a
detoxification prescription was managed with a ‘person-centred’ approach.

Much of what was desired by the EBEs in terms of a benzodiazepine detoxification is already contained
within the diazepam pathway for managing illicit benzodiazepine use in the Tayside Substance Use
Services: Guidelines on Medical Treatments for Substance Use.?*? Similarly, the resources required to
deliver this regimen are mostly already in place, given the infrastructure and dispensing arrangements
would not be anticipated to be markedly different than that required for OST. However, as noted above,
this option currently remains reserved only for those with co-morbid (i.e. not primary) benzodiazepine use
and is, at least anecdotally, not a commonly utilised approach within the service. One clinician suggested
that the approach would be similar to with OST, although the clients would need to be seen less urgently
but more frequently, perhaps placing a substantial stress on a system that is already under significant
pressure.

The overall professional opinion on the role of medication in assisting the treatment of problem
benzodiazepine use was mixed, particularly amongst the clinical staff. All of the third sector professionals
were generally supportive, likely a result of their current and relatively unsupported role in delivering harm
reduction strategies on the ‘front line’. Most of the clinical staff were sceptical of its role given their
experience of the rates of relapse as well as having to own the risk of prescribing drugs of abuse potential
to clients with a history of known problem drug use, especially given its additive adverse effects when
consumed alongside opiates. It was pointed out by one clinician that many patients do manage to stop
using benzodiazepines regularly without the need of prescription medications, although it was
acknowledged that this may be in the context of non-dependent use. Another clinician proposed that
benzodiazepines should be licensed for use in detoxification, an apparently logical step given this is in fact
an accepted practice in certain circumstances, thus removing at least one of the barriers for clinicians to
consider this as a treatment option and accepting the reality that community benzodiazepine detoxification
treatment regimens are prescribed not infrequently.

A universal opinion, amongst the professional experts and EBEs alike, was that further research is
warranted to ascertain whether or not benzodiazepine assisted treatment is an effective strategy for
people who use benzodiazepines. One EBE suggested that a local pilot study or trial would not be short of
volunteers in Tayside.

4.6.2 Psychosocial interventions

All except one of the EBEs felt that psychological or talking therapies would play (or have played) a critical
part in their recovery from benzodiazepine use. However, the one interviewee who did not share this view
did report receiving previous cognitive behavioural therapy and anger management counselling and that
they found it ‘very, very valuable’. For many, simply the process of talking through their concernsin a
supportive and trauma-informed environment would be sufficient and this is already widely available in
many of the recovery-oriented TSOs currently operating in Tayside. For others, there was a desire for a
more intensive type of therapy that would help them to explore the origins of their problem
benzodiazepine (and other substance) use as well as their underlying psychological and cognitive needs,
something ‘that would help me ... process all this a bit better and not be so chaotic when I'm trying to
explain it in my head.
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The requirement for this, like detoxification, to be person-centred and managed as a dialogue between the
therapist and the client was also explicitly stated by several interviewees. Another consideration was the
timing of such interventions.

L 3 Before you even get to the detox side maybe. ... Most people will turn to drugs for a
reason. ... Normally it’s to do with some kind of underlying trauma that’s happened, and if
you could try and find that trauma as early on in the process as possible, then that might
give [services/clinicians] a better idea of what type of a drug addiction you have to be
dealing with here and what’s the best ways to deal with it.

There were different views about timing of psychosocial interventions, although most EBEs stated that this
would be needed at least in parallel with a detoxification regimen if not before.

| 2 You’re needin’ a chemical intake to help you calm down, but at the same time,
you’re also needin’ to learn to understand why you’re feeling like that, what these emotions
are—like—because we’ve never ever been taught that in school. ... We’ve been learnin’ to run
away from them.

This view was echoed by many of the clinical and third sector professionals, who mostly agreed that
psychosocial interventions would be an essential component of any detoxification programme. The
professional experts highlighted several specific psychological needs amongst people who use
benzodiazepines, namely engaging with and processing previous traumatic experiences, coping with and
managing anxiety and regulating emotions, the latter two of which may be both a cause and an effect of
problem benzodiazepine use. However, one clinician stated that, although psychosocial interventions
present a good treatment option in those who are not physically or pharmacologically dependent,
engagement in such therapies is anecdotally poor.

One clinician was eager that the cognitive and memory disorders associated with long-term benzodiazepine
use were adequately appreciated, and assessed, and that specific cognitive rehabilitation strategies should
be considered when such disorders are diagnosed.

4.6.3 Group therapies

The role of group therapies was widely acknowledged as having a beneficial role in the recovery from
problem drug use, in all its guises. Overall, the EBEs were generally satisfied with breadth and variety, as
well as the range of intensity, of the different recovery-oriented groups currently operating in Tayside,
predominantly through TSOs. Many of the interviewees spoke of the sense of social inclusion and
connection they gained from the lower intensity, informal groups that operated in community hubs and
recovery cafes.

| 2 It builds on your confidence as well because you’re talking in front of people and
opening up ... and you hear their stories and you think, “Oh God, | was just thinking that,”
and | didn’t want to say it ‘cause I-I thought | sounded like a lunatic but they’re actually
saying it so | can’t be that bad then! And | go out feeling that bit better that I’'ve connected
wi’somebody, and that I’m not alone like with these thoughts.

There were however certain barriers to inclusion in such groups that were raised by a number of the EBEs.
As alluded to above, recovery communities in the more rural localities within Tayside, particularly in Angus,
are more dispersed and it may be more difficult to generate and maintain community group therapies in
these areas when compared to Dundee. Some of the interviewees expressed their preference for groups
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that were not always focussed on their drug use, and instead involved different activities, including physical
exercise, to help build focus, concentration, structure and routine.

| 2 I would probably [laughs], not saying definitely, but possibly go if it was different,
rather than somebody going, “Well, have you used drugs this week [name redacted]?” ... |
know I’ve got a problem wi’it, | just don’t wanna be speaking about it constantly.

| 2 Walking in to a recovery café is very daunting ... everyone just turns round and looks
at you. ... So if you’re actually going into somewhere to do—maybe pottery or stained glass
or play a game of rounders ... you’ve also got something to focus your mind on ... rather
than everybody staring at me.

One interviewee pointed out that there is not currently a dedicated recovery group for people who use
benzodiazepines, drawing attention to the existence of other dedicated groups such as Alcoholics
Anonymous, Cocaine Anonymous and Narcotics Anonymous.

L 3 You’ll get Cocaine Anonymous, Alcoholics Anonymous—err—you’ll get Narcotics
Anonymous, but it’s mostly dealing with opiates in there. That’s why—that’s why CA started,
because obviously they’re no identifying the same. ... The addiction might be the same, you
might do the same things, ... but the drugs are different so they don’t identify.

Several clinical staff offered their reflections on group psychological and counselling therapies delivered
through the statutory services. The view was that these were generally not well-liked amongst their clients
and had poor attendance rates. This is likely related to the stigma that people who use benzodiazepines
have experienced in the setting of statutory services, as expressed by the EBEs and described above. From
the supply side, one clinician acknowledged that there were not currently enough psychologists to meet
the demand for psychosocial interventions, identifying ‘stable and able’ clients with the capacity to benefit
can be difficult, and that there is ‘too much crisis work’ resulting in the neglect of those further along in
their recovery journey and at a stage where such interventions would be indicated.

4.6.4 Drug Testing

At the time of this assessment, the provision of a confidential and free drug testing service for use by
members of the community in Tayside remained aspirational, although there are plans to explore the
possibility of establishing such a service in Dundee as part of a national pilot.

However, opinions on the benefits of a drug testing service were mixed amongst both the professionals and
the EBEs. Some of the EBEs were very enthusiastic and suggested that it would be a ‘game-changer’ when
used as a harm reduction tool. The potential strategies reported by the EBEs included testing a sample of a
new batch of ‘street’ benzodiazepines for general information just to ‘see what comes back’, ruling out
potentially dangerous additives or adulterants ‘that could possibly kill you’, and checking the strength or
potency of the drugs in order ‘to be careful’ i.e. reduce the amount consumed in any given period.

L 3 | would take my diazepam in. One’s that | bought from the street and the ones that
I’d got off the internet. | would take both of them and see what the story was and ... if they
were found—-you know—with twenty percent rat poison—you know—that would put you off!

Those who were in favour of such a service were clear that anonymity and confidentiality were of utmost
importance if it was to be used as intended. The preferred location would be within an already trusted
environment, most likely a TSO, and with a zero-consequence policy i.e. no impact on decision regarding
current or future prescriptions and no criminal justice implications.
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| 2 An environment where you trust the people, that you know that you’re not gonna
be stripped back or anything else, you’re not gonna be judged.

| 2 People like [third sector organisations] and that ... you’re scared to because of the
Police and stuff. You’re not wanting like in trouble or that—or at the same time you’re
coming into places like where there’s always cameras.

Those who were less enthusiastic pointed to the likely unintended consequences. These included the
potential to encourage people to take more of their ‘street’ benzodiazepines if they were found to be
‘safe’, the potential for exploitation of the service by drug dealers looking for objective information on the
contents of their supply, and the limited benefit for the poorest people who use benzodiazepines who are
unlikely to relinquish even a small amount of their drugs for testing.

| 2 In theory it makes sense but in reality, if you’ve scraped together all your money just
to buy them five tablets or whatever, you’re not gonna give one up for it to be tested, not
even one.

However, the most common criticism from the EBEs was that a drug testing service would be largely
ineffectual in reducing consumption of ‘street’ benzodiazepines and therefore the risk associated with
them. Many of the EBEs stated that testing would be unlikely to deter them from taking ‘street’
benzodiazepines regardless of the results.

| 3 If you bought a hundred tablets and you take them to get them tested and they say
“Aw no, they’ve got one milligram of benzo in them,” are you gonna throw them away?
You probably gonna keep them for a rainy day, and you’d end up taking them anyway.

L 2 You’d have to be honest and say, “Well-but there is a little of bit of benzos in each
of them.” Then | probably would have still take them. ... When you’re addicted you’ll do it.
You’ll take that hundred tablets if you think you get twenty milligrams of Valium out of
them, ‘cause it’s the only way you’re gonna get it!

4.6.5 Residential rehabilitation

None of the EBEs believed there was currently an available residential treatment option for problem
benzodiazepine use. Several of the clinicians confirmed this to be the case. However, at the time of
consultation, one group of staff reported that there was a single person in Tayside scheduled for a
residential period for a primary benzodiazepine problem in the near future although they did stress this
was not a frequent occurrence. At present, most of the residential rehabilitation resources are aimed at
those treatments that are deemed unfeasible to perform in the community, principally alcohol
detoxification.

All of the EBEs and third sector professionals were of the opinion that a period of residential rehabilitation
would be an effective strategy for people seeking to reduce or stop their use of benzodiazepines. There
were various cited benefits of this approach including a period of isolation away from the context of high
availability and normalised drug use, the sense of safety afforded through being observed by medical
professionals, and the ability to have a tapered prescription diazepam regimen.

| 2 You need taking away from the situation and all of the triggers, all of the high-risk
situations that you can get yourself into in order for you to see it clearly again.

However, one of the EBEs disagreed with this approach, stating that they would prefer to conduct any
pharmacological detoxification in the community as ‘I’'m coming back to this environment’ anyway.
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| 3 It’s alright feeling good in the hospital and having that wee bubble round about yer,
but when you come out you gotta deal with life again, on life’s terms, which isnae easy for
the best of us.

For some, the emphasis should be on holistic care and that the opportunity that a residential period
provides could be capitalised upon to ensure this i.e. the pharmacological detoxification could coincide with
a period of intensive psychological assessment and therapy.

L 3 You get them into a detox and you maybe get somebody in there while it’s not just
about the detox. It’s about finding out about the person, what it is they actually need when
they do get out the door. Because there’s people with mental health problems, wi’ other
addictions to other drugs, ... they’ve not dealt with past trauma.

Another aspect that both EBEs and professional experts alike were keen to stress was the need for pre- and
post-residential care. In fact, some of the EBEs stated that the pharmacological detoxification, or the initial
‘cutting down’, could begin in the community, leaving the residential period to manage the most intensive
support with the most challenging symptomatic period. Others spoke of ensuring that follow-up support
after discharge from a hospital environment was available immediately. According to several of the
professional experts, such ‘post-rehab’ support could include ongoing engagement with specialist drug
treatment beyond successful cessation of benzodiazepine use, a further prolonged tapering prescription if
necessary, continued access to psychological and cognitive therapies, community and group therapies
including activity-based therapy to provide structure and routine, as well as other needs such as support
into employment, ‘something to wake up in the morning’ for and to feel like ‘I’'m part of society again’.

| 3 It’s about maintenance when you stop. ... | always bang on about it at meetings, it’s
about structure and routine. If you’ve got that ... you’re in with a chance ... ‘cause it’s
something I’'ve never had before ... that structure and routine kept me going to [successful
recovery].

The length of stay that was considered necessary for a successful benzodiazepine detoxification varied
amongst both clinical experts and the EBEs. However, and within the context of limited resources, in both
groups there were proponents of short (i.e. less than one week) admissions with a focus on achieving
stabilisation and regularity of benzodiazepine use and, if coupled with community prescription
benzodiazepine detoxification regimens, an objective assessment of physical or pharmacological
dependence in order to set a baseline daily diazepam dose at which to start tapering.

4.6.6 Education for professionals

The last identified commonly occurring theme amongst the EBEs was a request for better education for all
professionals working in the area of drug recovery and addictions on how to support and manage people
who wish to reduce or stop using benzodiazepines.

L 3 People just need to be taught more about them ... as well as that GPs need to be
taught more about them, basically the NHS as a whole. ... Why are people are using them
and why are people are going to the street for them? Why is the doctor not prescribing
them? Why do they substitute—like—other drugs for them?

Several EBEs suggested that peer workers could have a central role in providing this education in both
specialist and more general healthcare settings, an approach that was suggested would have a positive
impact on helping to the reduce stigma within such settings.
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| 2 | think peer workers should be in places like doctors and pharmacies ... | think they
need to ha’e a wee bit o’ insight into it to get the job. Maybe through understanding,
through personal understanding a lived relative or something like that.

Others described a similar role for other types advocacy, such as the option to be supported by a key
worker during clinical interactions.

| 2 If | take a worker along to meet the doctors—y’know—you wanna see the look!
They’ll actually—they’ll actually respond to us and no just say “Right, make an appointment
for four weeks’ time” ... and you’ll just fall through the cracks. ... So they’ve got to treat you
as a human being and not a third class citizen. ... You get a complete different response.

Regarding education, many of the clinical staff reported wanting to see much more work on
benzodiazepines across different clinical settings. The desire is to increase awareness of the symptoms of
both short- and long-term benzodiazepine use and the possibility of paradoxical reactions, how to identify
benzodiazepine dependence and the withdrawal syndromes, the associated physical and social harms
related to benzodiazepine use, as well as wider education on providing trauma-informed care and harm
reduction strategies, even motivational-interviewing techniques, relapse prevention and emotional
resilience training, in order to ensure consistency in approaches across all clinical and third sector settings.

4.6.7 Cooperation between statutory and the third sectors

One further theme emerged from predominantly the professional expert consultations: the need for better
cooperation between statutory services and the third sector. Both of these groups of professionals wanted
to see more connected and closer collaboration in order to support people who use benzodiazepines based
on the relative strengths of each sector, ‘each service has different levers that can be pulled’. Many cited
the effect the COVID-19 pandemic had on close cooperation, with almost all NHS staff that were previously
co-located with staff from the third sector withdrawing back into previous, siloed ways of working.

Many cited the success that had been seen from such a cross-sector approach in the effectiveness of the
non-fatal overdose rapid response pathway that is currently operational across each of the three local
authority areas within Tayside. This assertive outreach pathway brings together professionals from the
Scottish Ambulance Service, Police, NHS, Criminal Justice, Social Work, and the third sector on a daily basis
to identify instances of drug overdoses and provide an immediate and intensive intervention in order to
prevent a further overdose or drug-related death by encouraging effective engagement with treatment and
care services.?*3244 Others cited the successful cross-sectoral approach that had achieved ‘micro-
elimination’ of hepatitis C in Tayside as a further example of collaborative best practice.

Two specific strategies were mentioned during the consultations as potential methods of improving
cooperation. The first was to promote the return of NHS and third sector staff co-location where
appropriate. Some suggestions for this included counselling or psychological therapies to be conducted
occasionally at third sector locations, routine third sector support worker presence at statutory drug service
clinics, embedding external staff in operational planning roles in the corresponding organisations, and a
more inclusive approach to multi-disciplinary case meetings that better appreciates the role performed by
the third sector in managing and supporting people who use benzodiazepines. (Note, an evaluation of the
extent to which these suggestions are already in practice was not performed). The second suggestion was
to formalise the line of communication between a named consultant psychiatrist and the third sector
professionals who are operating at the ‘front-line’ and regularly (in some cases daily) supporting people
who use benzodiazepines to ‘self-detox’ from ‘street’ benzodiazepines whilst prescription detoxification
remains relatively inaccessible. There were reports that this is occurring on an informal basis and the
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extent to which this line of communication is open is dependent on the individuals involved. A negotiated
formal link would encourage the clinician to provide support to those who are providing low-intensity but
high-frequency interventions on the ‘front line’ and a reciprocal flow of information on a client’s progress in

the opposite direction.
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5. Comparative Assessment

5.1 Approach

The current options for the clinical management of benzodiazepine dependence in the United Kingdom, as
described by Baldwin, are presented below in Table 5.1.2%> Although the options chosen by clinicians and
patients will vary according to preference, opinion and various (often subjective) assessments, there is
likely to be very little variation in the availability of these options between regions in the UK. Indeed, the
consultations with clinicians in Tayside and neighbouring health boards did not reveal any significant
deviation from the management options presented below. Therefore, a comparative assessment between
Tayside and other similar populations (e.g. in neighbouring NHS Scotland territorial boards) is unlikely to
yield any findings of substantial differences.

Therefore, the approach taken in this resource-constrained comparative assessment is a non-systematic
review of the current global evidence base on the management options for people experiencing
benzodiazepine dependence and withdrawal, with a focus on the psychosocial and pharmacological
interventions. Firstly, the most recent evidence synthesis articles, i.e. systematic reviews and meta-
analyses, are discussed followed by a targeted search for any updated literature or novel treatment options
that have emerged since these review articles were published.

Table 5.1. Current clinical management options for benzodiazepine dependence

= Prevention =  Primary = Avoid prescribing benzodiazepines

= |dentify and treat underlying psychological illness
= |dentify at-risk groups
= Engage patient concerns
= Restrict prescriptions to short-term use

= Secondary = Restrict automatic renewal of prescriptions
= Audit prescribing practices
= Implement prescription alert systems

= Tertiary = |mplement treatment withdrawal protocols

= Support patients before, during and after withdrawal

= Consolidation = Consolidate benzodiazepine polypharmacy to monotherapy e.g. diazepam
and dose = Taper doses at mutually agreed rate and avoid prolonged tapers
reduction = Avoid concurrent withdrawal from opioids

= Consider inpatient admission for very high dose users
= Psychosocial = Psychoeducation techniques
interventions = Motivational interviewing, instilling confidence and optimism
= Cognitive behavioural therapy to support withdrawal and maintain abstinence
= Psychological treatment of underling conditions
= Pharmacological = Pharmacological treatment of underlying conditions
interventions = Medication to facilitate alcohol abstinence if required
= QOccasional use of short-term benzodiazepine treatment to facilitate withdrawal
= (Rarely) use flumazenil in specialist service settings
= Relapse = Manage persistent insomnia
prevention = Continue treatment of underlying conditions
= Support alcohol reduction
= Address risk factors e.g. interpersonal discord, employment, housing problems
Adapted from Baldwin?4>
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5.2 Key findings

Overall, the evidence base for the full range of management options for people experiencing
benzodiazepine dependence is sparse with most individual studies being of poor quality and
underpowered.

Furthermore, much of the literature has reported on outcomes in older long-term users of prescription
benzodiazepines and is therefore of limited generalisability to the most at-risk population of people
who use benzodiazepines in Tayside.

The published literature exploring psychosocial interventions is generally supportive of such
management options, with cognitive behavioural therapy alongside a gradual dose reduction assessed
as more effective than a gradual dose reduction alone.

The quality of evidence for pharmacological interventions, either as adjunctive or substitution therapy,
is prohibitive of making any firm clinical recommendations despite many candidate agents having been
studied.

Gradual dose reduction, as widely acknowledged, is preferable to abrupt cessation of benzodiazepine
use, whilst certain anti-epileptic medications may be beneficial in preventing seizures during such
withdrawal strategies.

Flumazenil, administered via slow subcutaneous infusion during dose tapering, is an emerging and
promising intervention currently in use and under evaluation in an addictions unit in Italy as the
‘Verona Detox Approach’.

Benzodiazepine substitution therapy for people who use ‘street’ benzodiazepines has been the subject
of few although promising studies and, therefore, the balance of risk is unlikely to shift in favour of this
approach without more rigorous and larger scale research.
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5.3 Recent evidence syntheses

A systematic review is a method of identifying, appraising and synthesising the available evidence to
answer a specified research question, whilst a meta-analysis is a method of combining the results of
individual studies to reach a single result or statistic. A Cochrane Review is a type of systematic review that
selects only studies that meet certain quality criteria and also applies methods to reduce the risk of bias,
therefore improving the reliability of the results.?*¢

5.3.1 Psychosocial interventions

A Cochrane Review, including evidence current to December 2014, reviewed the evidence for psychosocial
interventions for ‘benzodiazepine harmful use, abuse or dependence’.?*’ It assessed 25 studies involving
1666 people testing a range of different interventions including cognitive behavioural therapy (CBT) with
and without gradual dose reduction (GDR), motivational interviewing (Ml), advice from GPs or in letters to
patients, relaxation studies, self-help booklets and online counselling. There was sufficient data to perform
two meta-analyses: one that explored the effect of CBT alongside dose tapering compared to dose tapering
alone in 11 studies, and another assessing Ml against treatment as usual (TAU) in four studies. This analysis
found moderate quality evidence that people receiving CBT plus GDR could be 40% more likely to have
successfully discontinued benzodiazepines within four weeks of treatment and 51% more likely at three
months compared to GDR alone. However, longer-term outcomes, at six months to two years post-
treatment, were less certain. The evidence for Ml versus TAU was less supportive of treatment, owing to
the overall very low quality of evidence available. Of the other interventions assessed, a tailored GP letter
versus a generic GP letter, a standardised interview versus TAU, and relaxation techniques versus TAU all
demonstrated a reduction of benzodiazepine use at various time points at or under 12 months.

These findings were in general agreement with previous (non-Cochrane) systematic reviews and meta-
analyses. Voshaar et al assessed nine studies involving psychosocial interventions which they categorised
as either ‘minimal intervention’, e.g. simple advice or group meetings, or ‘systematic discontinuation’ which
involved more intensive clinician-led programmes.?*® They concluded that both treatment strategies were
more effective at achieving discontinuation of benzodiazepine use than TAU, and that group CBT for
insomnia plus systematic discontinuation was more effective than systematic discontinuation alone. Parr
et al analysed 16 studies with a psychosocial component, all based in either primary care or another
outpatient setting.?*® Again, they found that both brief interventions such as a GP letter and psychological
interventions such as relaxation or psychoeducation were more effective at achieving benzodiazepine
discontinuation than routine care, and that psychological interventions plus GDR performed slightly better
than GDR alone.?* Similarly, Mugunthan et al assessed three primary care-based studies of minimal
interventions, concluding that they were mores successful at achieving dose reduction or cessation than
TAU.?*® Gould et al analysed four trials of different psychotherapy interventions plus supervised
withdrawal of benzodiazepines in older people, again concluding that the combination of these approaches
performed better than TAU, education or drug placebos, or psychotherapy alone.?>!

Three further meta-analyses have been performed since the Cochrane Review was published. Lynch et al
evaluated eight studies of brief interventions, such as letters, short consultations, educational information,
or a combination of such measures, targeting people with a history of long-term benzodiazepine use.?*?
They found that, overall, recipients of such interventions were more than 2.5 times as likely to reduce or
discontinue their use of benzodiazepines at either six or 12 months post-intervention compared to usual
care. Takeshima et al analysed three studies of CBT, concluding that those who received CBT alongside
GDR were nearly twice as likely to have discontinued use when compared to those who received GDR
alone.?? Soni et al concurred, finding that non-pharmacological interventions in addition to GDR were
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more than twice as successful at ‘deprescribing’ benzodiazepines than GDR alone in both the short and
longer term and more than three times as successful than routine care in the long term.>*

There have been few recent individual studies that have added any meaningful contributions to this
evidence base. The only exceptions are two studies that have added further limited support for the role of
either focussed counselling or educational material alongside multi-disciplinary support to dose tapering.?>>
26 More experimental strategies, such as balneotherapy and electro-acupuncture, are reported but lack
the depth of evidence or scale-up potential to be considered viable options at present.?>7 2>8

5.3.2 Pharmacological interventions

Another Cochrane Review, including the evidence current to October 2017, examined the role of
pharmacological interventions in facilitating discontinuation of chronic (two months or more)
benzodiazepine use.?*® It included data from 35 trials from a total of 2295 participants and examined some
10 different pharmacological agents for a total of 18 different comparisons. Despite a number of
indications that some drugs were associated with beneficial effects, all of the findings in this review were
deemed to be based on low or very low quality evidence and are therefore not commented on individually
here. This assessment of quality was based on the small number of participants involved in each
comparison, differing results between the studies, poor study design, and in some cases the involvement of
the pharmaceutical industry in funding the research. As a result, the review could not make any
recommendations for clinical practice.

The same review from Voshaar et al discussed above also analysed the effectiveness of five separate
pharmacological agents to augment the systematic discontinuation of benzodiazepine use, finding a
significant effect for only imipramine, a tricyclic antidepressant, albeit with a very imprecise estimate of
effect.?*® Similarly, the review by Parr et al considered the role of substitutive pharmacotherapies in
addition to GDR versus GDR alone.?*® The authors also concluded that several drugs showed promise but
that the strength of evidence was insufficient to make recommendations for clinical practice. Soni et al
again concurred with the previous reviews, failing to find sufficient evidence to support either certain
substitution pharmacotherapies or switching one benzodiazepine for another as a strategy to aid successful
discontinuation of benzodiazepine use.?*

There have been several further individual studies of potential pharmacological adjuncts to benzodiazepine
discontinuation, including gabapentin, ramelteon and melatonin, as well as published case studies of other
drugs, such as phenobarbital and ketamine, being used in the emergency management of severe acute
benzodiazepine withdrawal.2¢0-26> However, none of which appear to be of sufficient scale, quality or effect
size to substantially change the conclusions of the synthesised evidence discussed above.?5¢

One candidate drug that that has attracted research attention as a potential therapeutic agent to support
benzodiazepine withdrawal is flumazenil. Flumazenil is a benzodiazepine antagonist, or antidote, licensed
for use in the UK as a reversal agent of the effects of benzodiazepine use in anaesthetic and intensive care
settings and, rarely, may be used off-label in emergency situations of benzodiazepine overdose.” Its use in
overdose is controversial given the risk of precipitating serious adverse events such as cardiac arrhythmias
and seizures.> However, researchers in Australia and Italy have explored the role of a slow subcutaneous
infusion of flumazenil in support of a tapering withdrawal from benzodiazepines, finding very low
occurrences of adverse events and high tolerability amongst its recipients.?6-2° The team at the Unit of
Addiction Medicine at the Integrated University Hospital of Verona recently published the details of their 7-
day inpatient treatment protocol for high dose mono-users of benzodiazepines, the ‘Verona Detox
Approach’, to encourage international partners to replicate the approach and report their findings.?”*
Whilst the results of this approach appear promising, many unknowns remain, such as the long-term
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abstinence success rates, its role in polydrug consumption, and its economic viability given the resource

implications. The authors of this body of research acknowledge that more focussed research is required
before it can be recommended as clinical practice whilst they continue to report their findings from their
own pilot and proof of concept studies.?’+-273

5.3.3 Limitations of the synthesised evidence

Much of the evidence discussed above has explored intervention options for people on long-term
prescription benzodiazepines who are considered candidates for discontinuation or ‘deprescribing’. This is
often older people (the average age of the participants in the Cochrane Review of pharmacological
interventions was 50 years) who are mostly managed within a primary care setting. This evidence may
therefore have limited generalisability to the population most likely to experience the most serious adverse
outcomes in Tayside: younger adults who use of ‘street’ benzodiazepines, often in large quantities, and
with comorbid use of other illicit substances.

Other limitations involve the small sample sizes involved in the trials, even when aggregated as meta-
analyses (e.g. the positive finding for the effectiveness of CBT plus GDR was based on a total of just 575
participants), some trials were not specifically aiming to reduce or discontinue benzodiazepine use, a lack
of longer-term follow-up beyond 12-24 months, and a relative paucity of data on adverse effects of the
pharmacological interventions.

None of the studies included in these systematic reviews and meta-analyses have explored the role of the
intervention most demanded by the experts-by-experience who were interviewed for this corporate
assessment: benzodiazepine substitution therapy. A targeted search for the evidence for this approach is
therefore warranted.

5.4 Benzodiazepine substitution therapy

There is little published literature on any alternatives to abstinence-based strategies of recovery for
benzodiazepine dependence. All of the evidence discussed above has explored the common aim of
achieving abstinence of benzodiazepine use, with the speed of reaching this outcome viewed as a desirable
quality of any intervention. However, those with high-dose or polydrug dependence rarely achieve
abstinence through such approaches. For example, people who use 10mg or more of diazepam (or the
equivalent) or who drink more than two units of alcohol daily are likely to fail to achieve long-term
abstinence.?’4

Whilst there is convincing evidence that agonist treatment, such as methadone and buprenorphine, is more
effective than discontinuation approaches for opioid dependence, there is little equivalent research for
high-dose benzodiazepine dependence, despite the recent rise in prominence of benzodiazepine-related
harms.?’”> What research has been published is generally supportive of a substitution approach. For
example, Liebrenz et al’s qualitative study of people with problem benzodiazepine use demonstrated that
some patients viewed the use of slow-onset, long-acting benzodiazepines (such as diazepam) as having
stabilised their symptoms as well as helping to avoid both uncontrolled withdrawal and criminal activity.?’®
In a pilot study, five people on methadone with comorbid problem benzodiazepine use were given a
maintenance dose of clobazam prior to and during dose reduction. Three were abstinent of any other
benzodiazepines at three months.?’” In a similar study of 66 benzodiazepine-dependent and methadone-
maintenance patients, participants were prescribed either a ‘detoxified’ or maintenance dose of
clonazepam. Nine of 33 in the detoxification group were benzodiazepine-free after two months, whilst 26
of the 33 in the maintenance group had refrained from abusing additional benzodiazepines after two
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months.?”® Another study demonstrated that a slowly reducing dose of diazepam in oral suspension (used
to afford very small decrements in dose and therefore a very gradual taper) was able to achieve abstinence
of benzodiazepine in all 20 participants without relapse at two years, although the study population was
not representative of the Tayside population of people with problem benzodiazepine use (participants
were long-term institutionalised patients in a health service nursing home in France).?”®

A benzodiazepine substitution approach is not without risk, a view that was held by many of the clinical
professionals consulted as part of this needs assessment as well as their international colleagues.?80 28!
Much of this risk centres on the inability to monitor concurrent usage of ‘street’ and prescribed
benzodiazepines in an outpatient setting and the subsequent risk of overdose.?8! However, this risk is
unlikely to be homogenous amongst the population of people who use benzodiazepines, as Brett argues in
apparent agreement with the expressed needs of this assessment’s interviewed experts-by-experience,
‘the choice of approach depends on an assessment of the risk of harm and relapse. Low-risk patients can
be managed in general practice and may benefit most from attempting withdrawal. High-risk patients are
best managed with initial stabilisation and maintenance therapy in specialist residential or outpatient
addiction services.’?®? Yet this assessment of risk is challenging for a number of reasons. These include an
under-recognition of ‘street’ benzodiazepine use due to a lack of coverage of individual drugs in standard
urine testing (although the majority in Tayside is etizolam for which a test is now widely available) and the
high and unpredictable potencies, short half-lives and seemingly more addictive qualities of ‘street’ versus
‘prescribable’ benzodiazepines.?8°

Therefore, the challenge for the clinician is to decide whether prescribing benzodiazepine substitution
therapy is more or less risky than the status quo of advising the harm reduction strategy of a supported but
self-managed taper of illicitly purchased ‘street’ benzodiazepines. The MAT standards-informed
benzodiazepine harm reduction interim guidance, published by the Scottish Drug Deaths Taskforce
together with Public Health Scotland, encourages the prescriber and the person to identify, in
collaboration, a ‘zone of accepted risk’ and warns that a decision not to offer an intervention should also be
subject to a risk assessment as such decisions may perpetuate identified harm.?!3 Whilst the evidence for
such an approach remains scant, and the risk appetite of prescribing clinicians remains low, it is unlikely
that the wishes of the people who use benzodiazepines will be met in this regard without a change in
approach and mindset on behalf of the prescribers.
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6. Conclusions

The epidemiological profile of people who use benzodiazepines in Tayside has highlighted the scale of
unmet health needs amongst this population, exemplified by the number of drug-related deaths (DRDs)
that the region witnesses. If every drug-related death is preventable, as the Scottish Drug Deaths Taskforce
suggest, then every drug-related death represents a failure in meeting this population’s needs.?%3
Comparatively, this need is greatest in Dundee City, not only within Tayside, but across the whole of
Scotland. Whilst progress has been made in the last two years with consecutively fewer DRDs, this progress
must be maintained for Dundee to shed its unenviable title of the nation’s ‘drug deaths capital’.2%*

This project has shown that most of these deaths now involve the use of a benzodiazepine, most of which
are ‘street’ benzodiazepines, and most of these involve etizolam. This is an emerging phenomenon; in just
the last five years, deaths involving the most commonly implicated ‘prescribable’ benzodiazepine —
diazepam — have fallen, whilst those involving etizolam have nearly trebled. Furthermore, this assessment
has revealed that no more than 2% of all benzodiazepine-related deaths between 2018 and 2021 could be
linked to the deceased’s own prescription for benzodiazepines.

However, the findings of this assessment must be viewed in the context of polydrug consumption as it has
also revealed that all of these benzodiazepine-related deaths involved at least one other class of drugs. To
refer to people who use benzodiazepines as a distinct population, one that exists in isolation from other
substance use populations, is artificial and potentially misleading. These ‘populations’ are, for the most
part, the same people. An approach that seeks to address problem benzodiazepine use in isolation is
therefore likely to end in disappointing results.

Nevertheless, the scale of problem benzodiazepine use in Tayside demands action. In order to allocate
resources equitably, i.e. where the need is greatest, treatment and recovery strategies should be targeted
at those people who predominantly use ‘street’ benzodiazepines, versus prescription or ‘prescribable’
forms. Accordingly, such people were at the heart of the corporate element of this assessment and
therefore the expressed needs identified by this project represent the population with the greatest
capacity to benefit.

Service planners should also remain cognisant of the demographics of those most in need. People who live
in the most deprived neighbourhoods, are in early- to mid-adulthood, and who are male continue to
shoulder the greatest burden of adverse benzodiazepine-related outcomes. Yet despite males accounting
for over 70% of both benzodiazepine-related deaths and hospital stays, a greater proportion of males
remain unknown to specialist drug services at the time of death or overdose. Whilst there are numerous
possible explanations for this apparent inequity, it is clear that more must be done to reach this section of
the population. The unique vulnerabilities of females, however, should not be ignored; recent reductions
in male drug-related deaths have not been observed in females, although male deaths remain considerably
in the majority. Whilst the total burden of benzodiazepine-related deaths was greater in males,
benzodiazepines were more likely to be implicated in the drug-related death of a female. The need for a
gendered approach to service provision for people who use benzodiazepines, as well as other substances,
remains apparent.

The corporate assessment confirmed, qualitatively, that the use of ‘street’ benzodiazepines almost always
takes place in the context of other substance use including heroin, methadone, alcohol, and crack cocaine.
Indeed, there is often a clear association between benzodiazepine use and the use of other substances,
whether this is to ‘top-up’ the reportedly poor-quality heroin, to ‘come-down’ from increasingly prevalent
crack cocaine use, to protect against alcohol withdrawal seizures, or as a result of having being ‘cut-off’
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from a prior diazepam prescription. Avoidance of both physical and psychological withdrawal syndromes is
another prominent factor driving the use of ‘street’ benzodiazepines.

The harms related to ‘street’ benzodiazepines are not limited to physical and mental health. Many of the
experts-by-experience (EBEs) consulted for this assessment described severe and acute behavioural
changes as a result of their ‘street’ benzodiazepine use. Reports of out-of-character violent acts, often
accompanied by memory loss, some of which were serious enough to result in custodial sentences or the
breakdown of important personal relationships, were alarmingly common, albeit in this small sample of
interview participants. Itis clear that the needs of people who use benzodiazepines extend much beyond a
traditional view of health and that additional social and criminal justice needs must also be considered and
accounted for in future service planning. The effects on families, children and other dependents remains a
future research need.

Such adverse experiences have not been sufficient in deterring the continued use of ‘street’
benzodiazepines. Even the provision of objective evidence of the dangerous contents of these ‘street’
drugs, in the form of an anonymous community-based drug testing service, would not be an adequate
deterrent. At present, the benefits of ‘escaping reality’ and avoiding withdrawal symptoms continue to
outweigh the risks, to which the people who use benzodiazepines are not naive.

It is unsurprising that the most commonly expressed need amongst the EBEs is for a safe, fast, and effective
way to ‘detox’ from ‘street’ benzodiazepines. This manifests as a demand for prescription benzodiazepine
substitution therapy, analogous to that which is afforded to people who use opioids i.e. opioid substitution
therapy, of which many of the EBEs have personal experience. The status quo of receiving advice to avoid
abrupt discontinuation of ‘street’ benzodiazepine use at the same time as being ‘denied’ access to
substitution therapy is perceived, perhaps understandably, as contradictory and illogical. To self-manage a
gradual dose reduction of illicit substances whilst ‘living in the madness’ of problem drug use is seen as
wholly unrealistic. The need for a safe and effective management strategy is urgent. Many third sector
organisations have responded to this need and are ‘muddling through’ various innovative and, where
possible, evidence-based harm reduction strategies. There is a clearly expressed desire for more consistent
and assertive support from statutory specialist services. Formalising this arrangement to provide more
regular advice, with valuable information from ‘the frontline’ flowing in the opposite direction, may be
mutually beneficial. A return to a degree of co-location of statutory and third sector workers, that existed
in some services prior to the Covid-19 pandemic, would support cooperation and collaboration.

Whilst ‘detox’ tapering prescriptions of diazepam are available in Tayside, albeit rarely provided, they are
reserved only for people who use benzodiazepines use alongside either opioids or alcohol. That a person
with a primary or isolated benzodiazepine use problem cannot access the same treatment as people with
comorbid benzodiazepine use is a seemingly obvious, and remediable, inequity. The explanations for this
protocol that have been afforded to the EBEs have been deemed by them as inadequate. Reports of stigma
and stereotyping in both general and specialist clinical service settings continue to negatively influence
their perceived compassion, credibility and trustworthiness amongst people who use benzodiazepines.

At present, the evidence base for a benzodiazepine substitution treatment strategy, or indeed for any
pharmacological intervention for benzodiazepine dependence, lacks the required scale and research quality
on which to base firm clinical recommendations. It is, however, important to recognise that this is not the
same as evidence against such a strategy. In other words, absence of evidence does not equate to
evidence of the absence. Clinicians and third sector professionals alike should be mindful of
communicating this accurately.
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Another expressed need is for improved access to mental health services including counselling and
psychological therapies. Many of the EBEs described underlying histories of trauma that they considered as
key determinants of their past or present use of benzodiazepines. Indeed, most people succumbing to
benzodiazepine-related deaths in Tayside have a psychiatric comorbidity. However, the EBEs also
described how their psychological needs are often viewed as secondary to their ‘pharmacological needs’, or
neglected entirely, pointing to an apparent over-medicalisation of health needs in some instances. People
of both professional and lived experience backgrounds agreed on the need for better coverage and
integration of mental health and specialist drug services and that psychosocial interventions should begin
at the earliest opportunity and run concurrent to any dose tapering or substitution therapies. However, at
present there exists an apparent paradox in gaining access to psychological services: eligibility for
treatment is predicated on being ‘stable and able’, but the EBEs considered this criterion to be the very
outcome of the treatment itself. A less protocolised, and more person-centred, approach to accessing such
services is the expressed need.

A closely related need is for group therapies, not only in the context of formal psychosocial interventions,
but also informal, activity-based and peer-supported recovery groups. This need is at present largely being
met by the extensive network of third sector organisations, recovery cafes and community hubs that
operate across Tayside. However, the lack of a benzodiazepine-specific recovery group in Tayside was
highlighted as a missed opportunity, as well as representing a further inequity given the availability of
numerous other substance-specific groups. There was also an indication that the coverage of such
recovery-oriented services displayed a geographical inequality, with more rural populations, such as that
across Angus, struggling to form a meaningful and supportive recovery community due to a relative
geographical dispersal. This comparative need will require both originality and adequate resourcing to be
met.

There is also a demand for residential rehabilitation with an aim of achieving both pharmacological and
psychological stability. The need for pre- and post-rehabilitation support in the community is
acknowledged and inherent in this demand. However, inpatient services in Tayside are almost entirely
reserved for opioid and alcohol-based treatments. Again, as with access to benzodiazepine substitution
treatment, this is perceived as an illogical injustice. Yet there is very little available literature examining the
effectiveness of this approach, especially in the context of ‘street’ benzodiazepine dependence. Although
neither generalisable nor by any means an example of optimal care, the so-called ‘prison detox’ is
anecdotally largely unsuccessful.

In fact, almost all of published literature on treatment approaches for benzodiazepine dependence and
withdrawal is not generalisable to the most at-risk members of the Tayside population. Much of the
evidence is based on people who have been in receipt of long-term prescription benzodiazepines who are
typically slightly older, commonly female, and are undertaking a tapering regimen managed by their
general practitioner rather than in specialist drug services. There is, therefore, a pressing need for more
high-quality research involving participants who are representative of the people who use benzodiazepines
in Tayside.

One emerging treatment approach from overseas that meets the expressed needs for both substitution
treatment and residential rehabilitation, involves a slow subcutaneous infusion of flumazenil (a
benzodiazepine antagonist) over a 7-day inpatient admission, the ‘Verona Detox Approach’. Whilst the
initial results appear promising, it is a resource-intensive option and currently remains experimental and
requires further research. The high rates of problem benzodiazepine use in Tayside may present an
opportunity, through international collaboration, for local researchers and clinicians to be at the leading
edge of creating the evidence base for treatment options.
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One final need, identified by all contributors to this project, is for better education, awareness and
understanding of the needs of people who use benzodiazepines. This extends to all staff working in the
field of drug recovery, regardless of profession or seniority. The current focus of recovery-oriented services
on opioids and alcohol, with a relative neglect of the role of benzodiazepine use, is no longer supported by
the epidemiological evidence. Indeed, current service provision appears to be designed for a pattern of
drug use that is now several years out-of-date. A change in mindset, even in organisational culture, may be
required in order to appreciate and respond to the now distinctly polydrug nature of substance use in

Tayside.

81



References

10.
11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

National Records of Scotland. Drug-related deaths in Scotland in 2021. [Internet]. 2022 [cited 2022 Sep 9].
Available from: https://www.nrscotland.gov.uk/statistics-and-data/statistics/statistics-by-theme/vital-events/
deaths/drug-related-deaths-in-scotland/2021

National Records of Scotland. Drug-related deaths in Scotland in 2020. [Internet]. 2021 [cited 2022 Apr 2].
Available from: https://www.nrscotland.gov.uk/statistics-and-data/statistics/statistics-by-theme/vital-events/
deaths/drug-related-deaths-in-scotland/2020

Kimber J, Hickman M, Strang J, Thomas K, Hutchinson S. Rising opioid-related deaths in England and Scotland
must be recognised as a public health crisis. The Lancet Psychiatry 2019;6(8):639-40. doi: 10.1016/52215-0366
(19)30209-3

Nicholls J, Cramer S, Ryder S, Gold D, Priyardarshi S, Millar S et al. The UK Government must help end Scotland's
drug-related death crisis. The Lancet Psychiatry 2019;6(10):804. doi: 10.1016/52215-0366(19)30301-3

National Records of Scotland. Mid-2021 Population Estimates Scotland. [Internet]. 2022 [cited 2022 Oct 26].
Available from: https://www.nrscotland.gov.uk/statistics-and-data/statistics/statistics-by-theme/population/
population-estimates/mid-year-population-estimates/mid-2021

Stevens A, Gabbay J. Needs assessment needs assessment. Health trends 1991;23 1:20-3.

Bradshaw J. A taxonomy of social need. In: McLachlan G, ed. Problems and progress in medical care: essays on
current research, 7th series. London: Oxford University Press 1972:71-82.

Wright J, Williams R, Wilkinson JR. Development and importance of health needs assessment. BMJ 1998;316
(7140):1310-13. doi: 10.1136/bm;.316.7140.1310

Stevens A, Gillam S. Needs assessment: from theory to practice. BMJ 1998;316(7142):1448-52. doi: 10.1136/bm);.
316.7142.1448

Sternbach LH. The benzodiazepine story. J Med Chem 1979;22(1):1-7. doi: 10.1021/jm00187a001

Snozek CLH. Chapter 13 - CNS depressants: benzodiazepines and barbiturates. In: Ketha H, Garg U, eds.
Toxicology Cases for the Clinical and Forensic Laboratory: Academic Press 2020:209-17.

Vinkers CH, Olivier B. Mechanisms Underlying Tolerance after Long-Term Benzodiazepine Use: A Future for
Subtype-Selective Receptor Modulators? Advances in Pharmacological Sciences 2012;2012:416864. doi: 10.1155
/2012/416864

Zhu S, Noviello CM, Teng J, Walsh RM, Kim JJ, Hibbs RE. Structure of a human synaptic GABAA receptor. Nature
2018;559(7712):67-72.

Ashton CH. Benzodiazepines: How they work and how to withdraw. The Ashton Manual 2002

National Institute for Health and Care Excellence. Benzodiazepines and z-drug withdrawal. Clinical Knowledge
Summaries. 2019 [cited 2022 Apr 13]. Available from: https://cks.nice.org.uk/topics/benzodiazepine-z-drug-
withdrawal

National Institute for Health and Care Excellence. Treatment Summary: Hynotics and anxiolytics. British National
Formulary. [cited 2022 Apr 13]. Available from: https://bnf.nice.org.uk/treatment-summary/hypnotics-and-
anxiolytics.html

Joint Formulary Committee. British National Formulary (online). London: BMJ Group and Pharmaceutical Press.
2022. Available from: https://bnf.nice.org.uk

Griffin CE 3rd, Kaye AM, Bueno FR, Kaye AD. Benzodiazepine pharmacology and central nervous system-
mediated effects. Ochsner J 2013;13(2):214-23.

Dold M, Li C, Tardy M, Khorsand V, Gillies D, Leucht S. Benzodiazepines for schizophrenia. Cochrane Database of
Systematic Reviews 2012(11) doi: 10.1002/14651858.CD006391.pub2

Carlos K, Prado GF, Teixeira CDM, Cont C, de Oliveira MM, Prado LBF et al. Benzodiazepines for restless legs
syndrome. Cochrane Database of Systematic Reviews 2017(3) doi: 10.1002/14651858.CD006939.pub?2

Lonergan E, Luxenberg J, Areosa Sastre A. Benzodiazepines for delirium. Cochrane Database of Systematic
Reviews 2009(4) doi: 10.1002/14651858.CD006379.pub3

82



22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Zaman H, Sampson SJ, Beck ALS, Sharma T, Clay FJ, Spyridi S et al. Benzodiazepines for psychosis-induced
aggression or agitation. Cochrane Database of Systematic Reviews 2017(12) doi: 10.1002/14651858.
CD003079.pub4

National Institute for Health and Care Excellence. Evidence summaries: unlicensed and off-label medicines —
Integrated process statement (PMG14) 2013 [updated 2017 Mar 02; cited 2022 Apr 21]. Available from: https://
www.nice.org.uk/process/pmgl4

Haw C, Stubbs J. Benzodiazepines — a necessary evil? A survey of prescribing at a specialist UK psychiatric
hospital. Journal of Psychopharmacology 2007;21(6):645-49. doi: 10.1177/0269881106072386

Lépez-Pelayo H, Coma A, Gual A, Zara C, Ligofia A. Call for Action: Benzodiazepine Prescription Prevalence
Analysis Shows Off-Label Prescription in One in Eleven Citizens. European Addiction Research 2019;25(6):320-29.
doi: 10.1159/000502518

Licke C, Gschossmann JM, Gromer TW, Moeller S, Schneider CE, Zikidi A et all. Off-label prescription of
psychiatric drugs by non-psychiatrist physicians in three general hospitals in Germany. Annals of General
Psychiatry 2018;17(1):7. doi: 10.1186/s12991-018-0176-4

Davies J, Rae TC, Montagu L. Long-term benzodiazepine and Z-drugs use in England: a survey of general practice.
British Journal of General Practice 2017;67(662):e609-e13. doi: 10.3399/bjgp17X691865

Lader M. Benzodiazepine harm: how can it be reduced? British Journal of Clinical Pharmacology 2014;77(2):295-
301. doi: https://doi.org/10.1111/j.1365-2125.2012.04418.x

Wadsworth EJK, Moss SC, Simpson SA, Smith AP et al. Psychotropic medication use and accidents, injuries and
cognitive failures. Human Psychopharmacology: Clinical and Experimental 2005;20(6):391-400. doi: 10.1002/
hup.709

Barbone F, McMahon AD, Davey PG, Morris AD, Reid IC, McDevitt DG et al. Association of road-traffic accidents
with benzodiazepine use. The Lancet 1998;352(9137):1331-36. doi: 10.1016/50140-6736(98)04087-2

Movig KLL, Mathijssen MPM, Nagel PHA, van Egmond T, de Gier JJ, Leufkens HGM et al. Psychoactive substance
use and the risk of motor vehicle accidents. Accident Analysis & Prevention 2004;36(4):631-36. doi: 10.1016/
S0001-4575(03)00084-8

Dassanayake T, Michie P, Carter G, Jones A. Effects of Benzodiazepines, Antidepressants and Opioids on Driving.
Drug Safety 2011;34(2):125-56. doi: 10.2165/11539050-000000000-00000

Kang M, Galuska MA, Ghassemzadeh S. Benzodiazepine Toxicity. StatPearls. Treasure Island (FL): StatPearls
Publishing Copyright © 2022, StatPearls Publishing LLC. 2022.

Hall R, Zisook S. Paradoxical reactions to benzodiazepines. British Journal of Clinical Pharmacology 1981;11(S1):
99S-104S. doi: 10.1111/j.1365-2125.1981.tb01844.x

Mancuso CE, Tanzi MG, Gabay M. Paradoxical Reactions to Benzodiazepines: Literature Review and Treatment
Options. Pharmacotherapy: The Journal of Human Pharmacology and Drug Therapy 2004;24(9):1177-85. doi:
10.1592/phco.24.13.1177.38089

Paton C. Benzodiazepines and disinhibition: a review. Psychiatric Bulletin 2002;26(12):460-62. doi: 10.1192/pb.
26.12.460

Higgitt A, Fonagy P, Lader M. The natural history of tolerance to the benzodiazepines. Psychological Medicine
Monograph Supplement 1988;13:1-55. doi: 10.1017/50264180100000412

World Health Organization. ICD-10 : International Statistical Classification of Diseases and Related Health
Problems : Tenth Revision. 2nd ed. Geneva: World Health Organization, 2004.

Ashton H. The diagnosis and management of benzodiazepine dependence. Current Opinion in Psychiatry
2005;18(3):249-55. doi: 10.1097/01.yc0.0000165594.60434.84

Committee on the Safety of Medicines. Benzodiazepines, Dependence and Withdrawal Symptoms. Current
Problems 1988;21:1-2.

Longo LP, Johnson B. Addiction: Part |. Benzodiazepines--side effects, abuse risk and alternatives. Am Fam
Physician 2000;61(7):2121-8.

83



42.

43.

44,

45.

46.

47.

48.

49.
50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.
63.

Barker MJ, Greenwood KM, Jackson M, Crowe SF. Persistence of cognitive effects after withdrawal from long-
term benzodiazepine use: a meta-analysis. Archives of Clinical Neuropsychology 2004;19(3):437-54. doi: 10.
1016/s0887-6177(03)00096-9

Barker MJ, Greenwood KM, Jackson M, Crowe SF. Cognitive Effects of Long-Term Benzodiazepine Use: A Meta-
Analysis. CNS Drugs 2004;18(1):37-48. doi: 10.2165/00023210-200418010-00004

Stewart SA. The effects of benzodiazepines on cognition. J Clin Psychiatry 2005;66 Suppl 2:9-13.

Voyer P, McCubbin M, Cohen D, Lauzon S, Collin J, Boivin C. Unconventional Indicators of Drug Dependence
Among Elderly Long-Term Users of Benzodiazepines. Issues in Mental Health Nursing 2004;25(6):603-28. doi:
10.1080/01612840490472138

Hallstrom C, Lader M. Benzodiazepine Withdrawal Phenomena. International Pharmacopsychiatry 1981;16:235-
44, doi: 10.1159/000468500

Authier N, Balayssac D, Sautereau M, Zangarelli A, Courty P, Somogyi AA et al. Benzodiazepine dependence:
Focus on withdrawal syndrome. Annales Pharmaceutiques Francaises 2009;67(6):408-13. doi: 10.1016/j.pharma.
2009.07.001

Petursson H, Lader MH. Benzodiazepine Dependence. British Journal of Addiction 1981;76(2):133-45. doi: 10.
1111/j.1360-0443.1981.tb00218.x

O'Brien C. Benzodiazepine use, abuse, and dependence. J Clin Psychiatry 2005;66 Suppl 2:28-33.

Owen RT, Tyrer P. Benzodiazepine Dependence. Drugs 1983;25(4):385-98. doi: 10.2165/00003495-198325040-
00003

Ashton H. Benzodiazepine withdrawal: an unfinished story. British Medical Journal (Clinical research ed) 1984;
288(6424):1135-40. doi: 10.1136/bmj.288.6424.1135

Ashton H. Protracted Withdrawal From Benzodiazepines: The Post-Withdrawal Syndrome. Psychiatric Annals
1995;25(3):174-79. doi: doi:10.3928/0048-5713-19950301-11

Ashton H. Protracted withdrawal syndromes from benzodiazepines. Journal of Substance Abuse Treatment 1991;
8(1):19-28. doi: 10.1016/0740-5472(91)90023-4

Barker MJ, Greenwood KM, Jackson M, Crowe SF. An evaluation of persisting cognitive effects after withdrawal
from long-term benzodiazepine use. Journal of the International Neuropsychological Society 2005;11(3):281-89.
doi: 10.1017/51355617705050332

Penninga El, Graudal N, Ladekarl MB, Jirgens G. Adverse Events Associated with Flumazenil Treatment for the
Management of Suspected Benzodiazepine Intoxication — A Systematic Review with Meta-Analyses of
Randomised Trials. Basic & Clinical Pharmacology & Toxicology 2016;118(1):37-44. doi: 10.1111/bcpt.12434

Jones JD, Mogali S, Comer SD. Polydrug abuse: A review of opioid and benzodiazepine combination use. Drug
and Alcohol Dependence 2012;125(1):8-18. doi: 10.1016/j.drugalcdep.2012.07.004

Tanaka E. Toxicological Interactions Between Alcohol and Benzodiazepines. Journal of Toxicology: Clinical
Toxicology 2002;40(1):69-75. doi: 10.1081/CLT-120002887

Gudin JA, Mogali S, Jones JD, Comer SD. Risks, Management, and Monitoring of Combination Opioid,
Benzodiazepines, and/or Alcohol Use. Postgraduate Medicine 2013;125(4):115-30. doi: 10.3810/pgm.2013.07.
2684

Lann MA, Molina DK. A fatal case of benzodiazepine withdrawal. Am J Forensic Med Pathol 2009;30(2):177-9.
doi: 10.1097/PAF.0b013e3181875aa0

Greenberg MIM. Benzodiazepine Withdrawal: Potentially Fatal, Commonly Missed: Following benzodiazepine
cessation, withdrawal symptoms may begin within 24 hours or take up to two weeks to develop. Emergency
Medlicine News 2001;23(12):18. doi: 10.1097/01.EEM.0000292622.83311.c3

Mader EC, Rathore SH, England JD, Branch LA, Copeland BJ. Benzodiazepine Withdrawal Catatonia, Delirium, and
Seizures in a Patient With Schizoaffective Disorder. Journal of Investigative Medicine High Impact Case Reports
2020;8:2324709620969498. doi: 10.1177/2324709620969498

Hu X. Benzodiazepine withdrawal seizures and management. J Okla State Med Assoc 2011;104(2):62-5.

Fialip J, Aumaitre O, Eschalier A, Maradeix B, Dordain G, Lavarenne J. Benzodiazepine Withdrawal Seizures:
Analysis of 48 Case Reports. Clinical Neuropharmacology 1987;10(6):538-44.

84



64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

Kripke DF, Langer RD, Kline LE. Hypnotics' association with mortality or cancer: a matched cohort study. BMJ
Open 2012;2(1):e000850. doi: 10.1136/bmjopen-2012-000850

Mathieu C, Joly P, Jacgmin-Gadda H, Wanneveich M, Bégaud B, Pariente A. Patterns of Benzodiazepine Use and
Excess Risk of All-Cause Mortality in the Elderly: A Nationwide Cohort Study. Drug Safety 2021;44(1):53-62. doi:
10.1007/s40264-020-00992-7

Charlson F, Degenhardt L, McLaren J, Hall W, Lynskey M. A systematic review of research examining
benzodiazepine-related mortality. Pharmacoepidemiology and Drug Safety 2009;18(2):93-103. doi: 10.1002/
pds.1694

Patorno E, Glynn RJ, Levin R, Lee MP, Huybrechts KF. Benzodiazepines and risk of all cause mortality in adults:
cohort study. BMJ 2017;358:j2941. doi: 10.1136/bmj.j2941

Gisev N, Hartikainen S, Chen TF, Korhonen M, Bell JS. Mortality Associated with Benzodiazepines and
Benzodiazepine-Related Drugs among Community-Dwelling Older People in Finland: A Population-Based
Retrospective Cohort Study. The Canadian Journal of Psychiatry 2011;56(6):377-81. doi: 10.1177/
070674371105600609

Kalum Amarasuriya U, Myles PR, Sanders RD. Long-term benzodiazepine use and mortality: are we doing the
right studies? Current drug safety 2012;7(5):367-71.

Scottish Drugs Forum. Moving Beyond ‘People-First’ Language: A glossary of contested terms in substance use.
[Internet]. 2020 [cited 2022 Apr 26]. Available from: https://www.sdf.org.uk/wp-content/uploads/2020/10/
Moving-Beyond-People-First-Language.pdf

Busto U, Sellers EM, Naranjo CA, Cappell HD, Sanchez-Craig M, Simpkins J. Patterns of Benzodiazepine Abuse and
Dependence. British Journal of Addiction 1986;81(1):87-94. doi: 10.1111/j.1360-0443.1986.tb00299.x

Fatséas M, Lavie E, Denis C, Auriacombe M. Self-perceived motivation for benzodiazepine use and behavior
related to benzodiazepine use among opiate-dependent patients. Journal of Substance Abuse Treatment 2009;
37(4):407-11. doi: 10.1016/j.jsat.2009.03.006

Votaw VR, Geyer R, Rieselbach MM, McHugh RK. The epidemiology of benzodiazepine misuse: A systematic
review. Drug and Alcohol Dependence 2019;200:95-114. doi: 10.1016/j.drugalcdep.2019.02.033

Kapil V, Green JL, Le Lait C, Wood DM, Dargan PI. Misuse of benzodiazepines and Z-drugs in the UK. BrJ
Psychiatry 2014;205(5):407-8. doi: 10.1192/bjp.bp.114.149252

Lader M. Benzodiazepines revisited—will we ever learn? Addiction 2011;106(12):2086-109. doi: 10.1111/j.1360-
0443.2011.03563.x

LeClair A, Kelly BC, Pawson M, Wells BE, Parsons JT. Motivations for Prescription Drug Misuse among Young
Adults: Considering Social and Developmental Contexts. Drugs (Abingdon Engl) 2015;22(3):208-16. doi: 10.3109/
09687637.2015.1030355

Schmitz A. Benzodiazepine use, misuse, and abuse: A review. Ment Health Clin 2016;6(3):120-26. doi:
10.9740/mhc.2016.05.120

Vogel M, Knopfli B, Schmid O, Prica M, Strasser J, Prieto L et al. Treatment or “high”: Benzodiazepine use in
patients on injectable heroin or oral opioids. Addictive Behaviors 2013;38(10):2477-84. doi: 10.1016/j.addbeh.
2013.05.008

Rigg KK, Ibafiez GE. Motivations for non-medical prescription drug use: A mixed methods analysis. Journal of
Substance Abuse Treatment 2010;39(3):236-47. doi: 10.1016/j.jsat.2010.06.004

Roe L. Echoes of endlessness: time, memory, and experience for heroin users in Scotland. University of St
Andrews, 2020.

Roe L, Proudfoot J, Tay Wee Teck J, Irvine RDG, Frankland S, Baldacchino AM. Isolation, Solitude and Social
Distancing for People Who Use Drugs: An Ethnographic Perspective. Front Psychiatry 2020;11:623032. doi:
10.3389/fpsyt.2020.623032

European Monitoring Centre for Drugs and Drug Addiction. Polydrug use: health and social responses 2021
[updated 2021 Oct 22; cited 2022 Apr 28]. Available from: https://www.emcdda.europa.eu/publications/mini-
guides/polydrug-use-health-and-social-responses_en accessed Apr 28 2022.

Stitzer ML, Griffiths RR, McLellan AT, Grabowski J, Hawthorne JW. Diazepam use among methadone
maintenance patients: patterns and dosages. Drug and alcohol dependence 1981;8(3):189-99.

85



84.
85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

Strang J. Intravenous benzodiazepine abuse. British Medical Journal. 1984 Jan 1;289(6450):964-964.

Chen KW, Berger CC, Forde DP, D’Adamo C, Weintraub E, Gandhi D. Benzodiazepine use and misuse among
patients in a methadone program. BMC Psychiatry 2011;11(1):1-7.

Bachs LC, Skurtveit S, Bramness JG, Engeland A, Skurtveit S. Repeated dispensing of codeine is associated with
high consumption of benzodiazepines. Norsk Epidemiologi 2008;18(2):185-190

Heltsley R, DePriest A, Black DL, Robert T, Marshall L, Meadors VM et al. Oral Fluid Drug Testing of Chronic Pain
Patients. I. Positive Prevalence Rates of Licit and lllicit Drugs. Journal of Analytical Toxicology 2011;35(8):529-40.
doi: 10.1093/anatox/35.8.529

White JM, Irvine RJ. Mechanisms of fatal opioid overdose. Addiction 1999;94(7):961-72.

Gladden RM, O'Donnell J, Mattson CL, Seth P. Changes in Opioid-Involved Overdose Deaths by Opioid Type and
Presence of Benzodiazepines, Cocaine, and Methamphetamine - 25 States, July-December 2017 to January-June
2018. MMWR Morb Mortal Wkly Rep 2019;68(34):737-44. doi: 10.15585/mmwr.mm6834a2

Boon M, van Dorp E, Broens S, Overdyk F. Combining opioids and benzodiazepines: effects on mortality and
severe adverse respiratory events. Annals of Palliative Medicine 2020;9(2):542-57.

Eiroa-Orosa FJ, Haasen C, Verthein U, Dilg C, Schifer |, Reimer J. Benzodiazepine use among patients in heroin-
assisted vs. methadone maintenance treatment: Findings of the German randomized controlled trial. Drug and
Alcohol Dependence 2010;112(3):226-33. doi: 10.1016/j.drugalcdep.2010.06.013

Brands B, Blake J, Marsh DC, Sproule B, Jeyapalan R, Li S. The Impact of Benzodiazepine Use on Methadone
Maintenance Treatment Outcomes. Journal of Addictive Diseases 2008;27(3):37-48. doi: 10.1080/
10550880802122620

Hollister LE. Interactions between alcohol and benzodiazepines. Recent Dev Alcohol 1990;8:233-9.

Hirschtritt ME, Palzes VA, Kline-Simon AH, Kroenke K, Campbell CI Sterling SA. Benzodiazepine and unhealthy
alcohol use among adult outpatients. Am J Manag Care 2019;25(12):e358-e65.

Ross HE. Benzodiazepine use and anxiolytic abuse and dependence in treated alcoholics. Addiction 1993;88(2):
209-18. doi: 10.1111/j.1360-0443.1993.tb00804.x

Busto U, Simpkins J, Sellers EM, Sisson B, Segal R. Objective Determination of Benzodiazepine Use and Abuse in
Alcoholics. British Journal of Addiction 1983;78(4):429-35. doi: 10.1111/j.1360-0443.1983.tb02531.x

Ticku MK. Alcohol and GABA-Benzodiazepine Receptor Function. Annals of Medicine 1990;22(4):241-46. doi:
10.3109/07853899009148934

Linnoila MI. Benzodiazepines and alcohol. Journal of Psychiatric Research 1990;24:121-27. doi: 10.1016/0022-
3956(90)90043-P

Hoyumpa AM. Alcohol Interactions with Benzodiazepines and Cocaine. Advances in Alcohol & Substance Abuse
1984;3(4):21-34. doi: 10.1300/J251v03n04_03

Sellers EM, Busto U. Benzodiazepines and Ethanol: Assessment of the Effects and Consequences of Psychotropic
Drug Interactions. Journal of Clinical Psychopharmacology 1982;2(4):249-62.

Aitken B, Hayley AC, Shiferaw B, Downey LA. The Combined Effects of Alcohol and Benzodiazepines on Driving-
Related Neurocognitive Skills: A Systematic Review. Journal of Studies on Alcohol and Drugs 2021;82(5):553-63.
doi: 10.15288/jsad.2021.82.553

Baldwin DS, Aitchison K, Bateson A, Curran HV, Davies S, Leonard B et al. Benzodiazepines: Risks and benefits. A
reconsideration. Journal of Psychopharmacology 2013;27(11):967-71. doi: 10.1177/0269881113503509

Maxwell HG, Dubois S, Weaver B, Bédard M. The Additive Effects of Alcohol and Benzodiazepines on Driving.
Canadian Journal of Public Health 2010;101(5):353-57. doi: 10.1007/BF03404852

Day C. Benzodiazepines in combination with opioid pain relievers or alcohol: Greater risk of more serious ED visit
outcomes. In The CBHSQ Report. (pp. 1-9). Substance Abuse and Mental Health Services Administration 2014.
Available from: https://www.samhsa.gov/data/report/benzodiazepines-combination-opioid-pain-relievers-or-
alcohol-greater-risk-more-serious-ed

Moore AA, Whiteman EJ, Ward KT. Risks of combined alcohol/medication use in older adults. The American
Journal of Geriatric Pharmacotherapy 2007;5(1):64-74. doi: 10.1016/j.amjopharm.2007.03.006

86



106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

Piesiur-Strehlow B, Strehlow U, Poser W. Mortality of patients dependent on benzodiazepines. Acta Psychiatrica
Scandinavica 1986;73(3):330-35. doi: /10.1111/j.1600-0447.1986.tb02693.x

Koski A, Ojanperd |, Vuori E. Alcohol and Benzodiazepines in Fatal Poisonings. Alcoholism: Clinical and
Experimental Research 2002;26(7):956-59. doi: 10.1111/j.1530-0277.2002.tb02627 .x

Chincholkar M. Gabapentinoids: pharmacokinetics, pharmacodynamics and considerations for clinical practice.
British Journal of Pain 2020;14(2):104-14. doi: 10.1177/2049463720912496

Bonnet U, Richter E-L, Isbruch K, Scherbaum N. On the addictive power of gabapentinoids: a mini-review.
Psychiatr Danub 2018;30(2):142-49. doi: 10.24869/psyd.2018.142

Horowitz MA, Kelleher M, Taylor D. Should gabapentinoids be prescribed long-term for anxiety and other mental
health conditions? Addictive Behaviors 2021;119:106943. doi: 10.1016/j.addbeh.2021.106943

Molero Y, Larsson H, D’Onofrio BM, Sharp DJ, Fazel S. Associations between gabapentinoids and suicidal
behaviour, unintentional overdoses, injuries, road traffic incidents, and violent crime: population based cohort
study in Sweden. BMJ 2019;365:12147. doi: 10.1136/bm;j.12147

Torrance N, Veluchamy A, Zhou Y, Fletcher EH, Moir E, Hebert HL et al. Trends in gabapentinoid prescribing, co-
prescribing of opioids and benzodiazepines, and associated deaths in Scotland. British Journal of Anaesthesia
2020;125(2):159-67. doi: 10.1016/j.bja.2020.05.017

Evoy KE, Morrison MD, Saklad SR. Abuse and Misuse of Pregabalin and Gabapentin. Drugs 2017;77(4):403-26.
doi: 10.1007/s40265-017-0700-x

Schifano F. Misuse and Abuse of Pregabalin and Gabapentin: Cause for Concern? CNS Drugs 2014;28(6):491-96.
doi: 10.1007/s40263-014-0164-4

Mersfelder TL, Nichols WH. Gabapentin: Abuse, Dependence, and Withdrawal. Ann Pharmacother 2016;50(3):
229-33. doi: 10.1177/1060028015620800

Smith RV, Havens JR, Walsh SL. Gabapentin misuse, abuse and diversion: a systematic review. Addiction
2016;111(7):1160-74. doi: 10.1111/add.13324

Medicines and Healthcare products Regulatory Agency. Gabapentin (Neurontin): Risk of severe respiratory
depression. Drug Safety Update 2017;11:2. Available from: https://www.gov.uk/drug-safety-update/gabapentin-
neurontin-risk-of-severe-respiratory-depression

Medicines and Healthcare products Regulatory Agency. Pregabalin (Lyrica): reports of severe respiratory
depression. Drug Safety Update 2021;14(7):2. Available from: https://www.gov.uk/drug-safety-update/
pregabalin-lyrica-reports-of-severe-respiratory-depression

Ray WA, Griffin MR, Schaffner W, Baugh DK, Melton LJ. Psychotropic Drug Use and the Risk of Hip Fracture. New
England Journal of Medicine 1987;316(7):363-69. doi: 10.1056/nejm198702123160702

Cumming RG, Conteur DGL. Benzodiazepines and Risk of Hip Fractures in Older People. CNS Drugs 2003;17(11):
825-37. doi: 10.2165/00023210-200317110-00004

Diaz-Gutiérrez MJ, Martinez-Cengotitabengoa M, Sdez de Adana E, Cano Al, Martinez-Cengotitabengoa MT,
Besga A et al. Relationship between the use of benzodiazepines and falls in older adults: A systematic review.
Maturitas 2017;101:17-22. doi: 10.1016/j.maturitas.2017.04.002

Billioti de Gage S, Bégaud B, Bazin F, Verdoux H, Dartigues J-F, Péres K et al. Benzodiazepine use and risk of
dementia: prospective population based study. BMJ : British Medical Journal 2012;345:e6231. doi: 10.1136/bmj.
e6231

Gallacher J, Elwood P, Pickering J, Bayer A, Fish M, Ben-Shlomo Y. Benzodiazepine use and risk of dementia:
evidence from the Caerphilly Prospective Study (CaPS). Journal of Epidemiology and Community Health 2012;66
(10):869-73. doi: 10.1136/jech-2011-200314

Gray SL, Dublin S, Yu O, Walker R, Anderson M, Hubbard RA et al. Benzodiazepine use and risk of incident
dementia or cognitive decline: prospective population based study. BMJ 2016;352:i90. doi: 10.1136/bmj.i90

Islam MM, Igbal U, Walther B, Atique S, Dubery NK, Nguyen PA et al. Benzodiazepine Use and Risk of Dementia
in the Elderly Population: A Systematic Review and Meta-Analysis. Neuroepidemiology 2016;47(3-4):181-91. doi:
10.1159/000454881

87



126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.

Lucchetta RC, da Mata BPM, Mastroianni PdC. Association between Development of Dementia and Use of
Benzodiazepines: A Systematic Review and Meta-Analysis. Pharmacotherapy: The Journal of Human
Pharmacology and Drug Therapy 2018;38(10):1010-20. doi: 10.1002/phar.2170

Penninkilampi R, Eslick GD. A Systematic Review and Meta-Analysis of the Risk of Dementia Associated with
Benzodiazepine Use, After Controlling for Protopathic Bias. CNS Drugs 2018;32(6):485-97. doi: 10.1007/s40263-
018-0535-3

Ettcheto M, Olloquequi J, Sdnchez-Lépez E, Busquets O, Cano A, Manzine PR et al. Benzodiazepines and Related
Drugs as a Risk Factor in Alzheimer's Disease Dementia. Frontiers in Aging Neuroscience 2020;11 doi: 10.3389/
fnagi.2019.00344

Osler M, Jgrgensen M. Associations of Benzodiazepines, Z-Drugs, and Other Anxiolytics With Subsequent
Dementia in Patients With Affective Disorders: A Nationwide Cohort and Nested Case-Control Study. American
Journal of Psychiatry 2020;177(6):497-505. doi: 10.1176/appi.ajp.2019.19030315

Salzman C. Do Benzodiazepines Cause Alzheimer’s Disease? American Journal of Psychiatry 2020;177(6):476-78.
doi: 10.1176/appi.ajp.2020.20040375

Glass J, Lanct6t KL, Herrmann N, Sproule BA, Busto UE. Sedative hypnotics in older people with insomnia: meta-
analysis of risks and benefits. BMJ 2005;331(7526):1169. doi: 10.1136/bm;j.38623.768588.47

Madhusoodanan S, Bogunovic OJ. Safety of benzodiazepines in the geriatric population. Expert Opinion on Drug
Safety 2004;3(5):485-93. doi: 10.1517/14740338.3.5.485

Scottish Government. Evidence review: Current trends in benzodiazepine use in Scotland. [Internet]. 2022 [cited
2022 Jun 8]. Available from: https://www.gov.scot/publications/evidence-review-current-trends-
benzodiazepine-use-scotland/documents/

Mclintyre RS, Chen VC-H, Lee Y, Lui LMW, Majeed A, Subramaniapillai M et al. The influence of prescriber and
patient gender on the prescription of benzodiazepines: evidence for stereotypes and biases? Social Psychiatry
and Psychiatric Epidemiology 2021;56(6):1083-89. doi: 10.1007/s00127-020-01989-4

van der Waals FW, Mobhrs J, Foets M. Sex differences among recipients of benzodiazepines in Dutch general
practice. BMJ (Clinical research ed) 1993;307(6900):363-66. doi: 10.1136/bm;j.307.6900.363

Lui LMW, Lee Y, Lipsitz O, Rodrigues NB, Gill H, Ma J et al. The influence of prescriber and patient gender on the
prescription of benzodiazepines: results from the Florida Medicaid Dataset. CNS Spectrums 2022;27(3):378-82.
doi: 10.1017/51092852921000055

McHugh RK, Votaw VR, Bogunovic O, Karakula SL, Griffin ML, Weiss RD. Anxiety sensitivity and nonmedical
benzodiazepine use among adults with opioid use disorder. Addictive Behaviors 2017;65:283-88. doi: 10.1016/
j.addbeh.2016.08.020

Hearon BA, Calkins AW, Halperin DM, McHugh RK, Murray HW, Otto MW. Anxiety sensitivity and illicit sedative
use among opiate-dependent women and men. The American Journal of Drug and Alcohol Abuse 2011;37(1):43-
47. doi: 10.3109/00952990.2010.535581

McHugh RK, Geyer RB, Chase AR, Griffin ML, Bogunovic O, Weiss RD. Sex differences in benzodiazepine misuse
among adults with substance use disorders. Addictive Behaviors 2021;112:106608. doi: 10.1016/j.addbeh.2020.
106608

Airagnes G, Lemogne C, Renuy A, Goldberg M, Hoertel N, Roquelaure Y et al. Prevalence of prescribed
benzodiazepine long-term use in the French general population according to sociodemographic and clinical
factors: findings from the CONSTANCES cohort. BMC Public Health 2019;19(1):566. doi: 10.1186/s12889-019-
6933-8

Carrasco-Garrido P, Jiménez-Trujillo I, Hernandez-Barrera V, Florencio LL, Palacios-Cefia D. Patterns of non-
medical use of benzodiazepines and Z-Drugs among adolescents and young adults: gender differences and
related factors. Journal of Substance Use 2021;26(2):190-96. doi: 10.1080/14659891.2020.1800846

Stene LE, Dyb G, Tverdal A, Jacobsen GW, Schei B. Intimate partner violence and prescription of potentially
addictive drugs: prospective cohort study of women in the Oslo Health Study. BMJ Open 2012;2(2):e000614. doi:
10.1136/bmjopen-2011-000614

Romans SE, Cohen MM, Forte T, Du Mont J, Hyman |. Gender and psychotropic medication use: The role of
intimate partner violence. Preventive Medicine 2008;46(6):615-21. doi: 10.1016/j.ypmed.2007.07.019

88



144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

161.

162.

Wuest J, Merritt-Gray M, Lent B, Varcoe C, Connors AJ, Ford-Gilboe M. Patterns of Medication Use Among
Women Survivors of Intimate Partner Violence. Canadian Journal of Public Health 2007;98(6):460-64. doi:
10.1007/BF03405439

Cole J, Logan TK. Nonmedical Use of Sedative-Hypnotics and Opiates Among Rural and Urban Women with
Protective Orders. Journal of Addictive Diseases 2010;29(3):395-409. doi: 10.1080/10550887.2010.489453

Agterberg S, Schubert N, Overington L, Corace K. Treatment barriers among individuals with co-occurring
substance use and mental health problems: Examining gender differences. Journal of Substance Abuse
Treatment 2020;112:29-35. doi: 10.1016/j.jsat.2020.01.005

Tuchman E. Women and Addiction: The Importance of Gender Issues in Substance Abuse Research. Journal of
Addictive Diseases 2010;29(2):127-38. doi: 10.1080/10550881003684582

Wolfson L, Schmidt RA, Stinson J, Poole N. Examining barriers to harm reduction and child welfare services for
pregnant women and mothers who use substances using a stigma action framework. Health & Social Care in the
Community 2021;29(3):589-601. doi: 10.1111/hsc.13335

Rizzo D, Mu T, Cotroneo S, Arunogiri S. Barriers to Accessing Addiction Treatment for Women at Risk of
Homelessness. Frontiers in Global Women's Health 2022;3 doi: 10.3389/fgwh.2022.795532

Taylor OD. Barriers to Treatment for Women With Substance Use Disorders. Journal of Human Behavior in the
Social Environment 2010;20(3):393-409. doi: 10.1080/10911351003673310

Arpa S. Women who use drugs: Issues, needs, responses, challenges and implications for policy and practice.
Background paper commissioned by the European Monitoring Centre for Drugs and Drug Adicction for Health
and social responses to drug problems: A European guide. [Internet]. 2017 [cited 2022 Jul 27]. Available from:
https://www.emcdda.europa.eu/document-library/women-who-use-drugs-issues-needs-responses-challenges-
and-implications-policy-and-practice_en

Okun ML, Ebert R, Saini B. A review of sleep-promoting medications used in pregnancy. Am J Obstet Gynecol
2015;212(4):428-41. doi: 10.1016/j.ajog.2014.10.1106

Ogawa Y, Takeshima N, Furukawa TA. Maternal exposure to benzodiazepine and risk of preterm birth and low
birth weight: A case-control study using a claims database in Japan. Asia Pac Psychiatry 2018;10(3):e12309. doi:
10.1111/appy.12309

Reis M, Kallén B. Combined use of selective serotonin reuptake inhibitors and sedatives/hypnotics during
pregnancy: risk of relatively severe congenital malformations or cardiac defects. A register study. BMJ Open
2013;3(2):e002166. doi: 10.1136/bmjopen-2012-002166

Bellantuono C, Tofani S, Di Sciascio G, Santone G. Benzodiazepine exposure in pregnancy and risk of major
malformations: a critical overview. Gen Hosp Psychiatry 2013;35(1):3-8. doi: 10.1016/j.genhosppsych.2012.09.
003

Wikner BN, Stiller CO, Bergman U, Asker C, Kéllén B. Use of benzodiazepines and benzodiazepine receptor
agonists during pregnancy: neonatal outcome and congenital malformations. Pharmacoepidemiol Drug Saf
2007;16(11):1203-10. doi: 10.1002/pds.1457

Enato E, Moretti M, Koren G. The fetal safety of benzodiazepines: an updated meta-analysis. J Obstet Gynaecol
Can 2011;33(1):46-48. doi: 10.1016/s1701-2163(16)34772-7

Shyken Jm, Babbar S, Babbar S, Forinash A. Benzodiazepines in Pregnancy. Clinical Obstetrics and Gynecology
2019;62(1):156-67. doi: 10.1097/grf.0000000000000417

Panes A, Fourrier-Réglat A, Verdoux H, Tournier M. Usages et mésusages des benzodiazépines chez les patients
souffrant de troubles psychiatriques. La Presse Médicale 2018;47(10):886-91. doi: 10.1016/j.lpm.2018.10.003

Brunette MF, Noordsy DL, Xie H, Drake RE. Benzodiazepine Use and Abuse Among Patients With Severe Mental
lliness and Co-occurring Substance Use Disorders. Psychiatric Services 2003;54(10):1395-401. doi: 10.1176/appi.
ps.54.10.1395

Clark RE, Xie H, Brunette MF. Benzodiazepine prescription practices and substance abuse in persons with severe
mental iliness. The Journal of clinical psychiatry 2004;65(2):1839.

Valenstein M, Taylor KK, Austin K, Kales HC, McCarthy JF, Blow FC. Benzodiazepine Use Among Depressed
Patients Treated in Mental Health Settings. American Journal of Psychiatry 2004;161(4):654-61. doi: 10.1176/
appi.ajp.161.4.654

89



163.

164.

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

179.

180.

181.

182.

Tsimtsiou Z, Ashworth M, Jones R. Variations in anxiolytic and hypnotic prescribing by GPs: a cross-sectional
analysis using data from the UK Quality and Outcomes Framework. British Journal of General Practice 2009;59
(563):€191-e98. doi: 10.3399/bjgp09X420923

Fride Tvete I, Bjgrner T, Skomedal T. Risk factors for excessive benzodiazepine use in a working age population: a
nationwide 5-year survey in Norway. Scandinavian Journal of Primary Health Care 2015;33(4):252-59. doi: 10.
3109/02813432.2015.1117282

Takano A, Ono S, Yamana H, Matsui H, Matsumoto T, Yasunaga H et al. Factors associated with long-term
prescription of benzodiazepine: a retrospective cohort study using a health insurance database in Japan. BMJ
Open 2019;9(7):e029641. doi: 10.1136/bmjopen-2019-029641

Takeshima N, Ogawa Y, Hayasaka Y, Furukawa TA. Continuation and discontinuation of benzodiazepine
prescriptions: A cohort study based on a large claims database in Japan. Psychiatry Research 2016;237:201-07.
doi: 10.1016/j.psychres.2016.01.040

Kripke DF. Greater incidence of depression with hypnotic use than with placebo. BMC Psychiatry 2007;7(1):42.
doi: 10.1186/1471-244X-7-42

Perlis RH, Ostacher MJ, Miklowitz DJ, Smoller JW, Dennehy EB, Cowperthwait C et al. Benzodiazepine use and
risk of recurrence in bipolar disorder: a STEP-BD report. The Journal of clinical psychiatry 2010;71(2):1841.

Bobo WV, Reilly-Harrington NA, Ketter TA, Brody BD, Kinrys G, Kemp DE et al. Complexity of illness and
adjunctive benzodiazepine use in outpatients with bipolar | or Il disorder: results from the Bipolar CHOICE study.
Journal of clinical psychopharmacology 2015;35(1):68-74. doi: 10.1097/JCP.0000000000000257

O'Sullivan GH, Noshirvani H, Basoglu M, Marks IM, Swinson R, Kuch K et al. Safety and Side-effects of Alprazolam
Controlled Study in Agoraphobia with Panic Disorder. The British Journal of Psychiatry 1994;165(1):79-86. doi:
10.1192/bjp.165.1.79

Tiihonen J, Suokas JT, Suvisaari JM, Haukka J, Korhonen P. Polypharmacy With Antipsychotics, Antidepressants,
or Benzodiazepines and Mortality in Schizophrenia. Archives of General Psychiatry 2012;69(5):476-83. doi:
10.1001/archgenpsychiatry.2011.1532

Shih H-1, Lin M-C, Lin C-C, Hsu H-C, Lee H-L, Chi C-H et al. Benzodiazepine therapy in psychiatric outpatients is
associated with deliberate self-poisoning events at emergency departments—a population-based nested case—
control study. Psychopharmacology 2013;229(4):665-71. doi: 10.1007/s00213-013-3127-4

Mason D, Birmingham L, Grubin D. Substance use in remand prisoners: a consecutive case study. BMJ 1997;315
(7099):18-21. doi: 10.1136/bm;j.315.7099.18

Benzodiazepine Information Coalition benzoinfo.com [Internet]. Incarcerated Population Deaths: Go To Jail. Die
From A Benzodiazepine Prescription. [cited 2022 Jun 20]. Available from: https://www.benzoinfo.com/
incarcerated-population/

Keen C, Young JT, Borschmann R, Kinner SA. Non-fatal drug overdose after release from prison: A prospective
data linkage study. Drug and Alcohol Dependence 2020;206:107707. doi: 10.1016/j.drugalcdep.2019.107707

Bird SM, Hutchinson SJ. Male drugs-related deaths in the fortnight after release from prison: Scotland, 1996-99.
Addiction 2003;98(2):185-90. doi: 10.1046/j.1360-0443.2003.00264.x

Seymour A, Oliver JS, Black M. Drug-related deaths among recently released prisoners in the Strathclyde Region
of Scotland. J Forensic Sci 2000;45(3):649-54.

Farrell M, Marsden J. Acute risk of drug-related death among newly released prisoners in England and Wales.
Addiction 2008;103(2):251-5. doi: 10.1111/j.1360-0443.2007.02081.x

Merrall ELC, Kariminia A, Binswanger IA, Hobbs MS, Farrell M, Marsden J et al. Meta-analysis of drug-related
deaths soon after release from prison. Addiction 2010;105(9):1545-54. doi: 10.1111/j.1360-0443.2010.02990.x

Williamson M. Improving the health and social outcomes of people recently released from prisons in the UK —a
Perspective from Primary Care. [Internet]. 2006 [cited 2022 Jun 20]. Available from: http://www.antoniocasella.
eu/salute/Williamson_health_care_after_prison_2006.pdf

Harding-Pink D. Mortality following release from prison. Med Sci Law 1990;30(1):12-6. doi:
10.1177/002580249003000104

Lekka NP, Paschalis C, Papadourakis A, Beratis S. Characteristics of inmates receiving prescribed benzodiazepines
in a high-security Greek prison. Compr Psychiatry 2003;44(5):409-14. doi: 10.1016/s0010-440x(03)00112-3

90



183.

184.

185.

186.

187.

188.

189.

190.

191.

192.

193.

194.

195.

196.

197.

198.
199.

200.

National Records of Scotland. Drug-related deaths in Scotland in 2020, Annex H: ‘Prescribable’ and ‘street’
benzodiazepines. [Internet]. 2021 [cited 2022 Apr 3]. Available from: https://www.nrscotland.gov.uk/
files//statistics/drug-related-deaths/20/drug-related-deaths-20-annex-h.pdf

McAuley A, Matheson C, Robertson JR. From the clinic to the street: the changing role of benzodiazepines in the
Scottish overdose epidemic. International Journal of Drug Policy 2022;100:103512. doi: 10.1016/j.drugpo.2021.
103512

Johnson CF, Barnsdale LR, McAuley A. Investigating the role of benzodiazepines in drug-related mortality: a
systematic review undertaken on behalf of the Scottish National Forum on Drug-Related Deaths. [Internet]. 2016
[cited 2022 Aug 4]. Available from: https://www.scotpho.org.uk/media/1159/scotpho160209-investigating-the-
role-of-benzodiazepines-in-drug-related-mortality.pdf

McAuley A, Hecht G, Barnsdale L, Thomson CS, Graham L, Priyadarshi S et al. Mortality related to novel
psychoactive substances in Scotland, 2012: an exploratory study. International Journal of Drug Policy 2015;26(5):
461-67.

Shapiro H. NPS comes of age: a UK overview. [Internet]. 2016 [cited 2022 May 12]. Available from: https://www.
drugwise.org.uk/nps-come-of-age-a-uk-overview/

Scottish Government. Short Life Working Group on Prescription Medicine Dependence and Withdrawal:
consultation. [Internet]. 2021 [cited 2022 Apr 8]. Available from: https://www.gov.scot/publications
/short-life-working-group-prescription-medicine-dependence-withdrawal-consultation-draft-recommendations/
pages/11/

Public Health Scotland. Scottish drug misuse database: Overview of initial assessments for specialist drug
treatment 2019/20. [Internet]. 2021 [cited 2022 Apr 8]. Available from: https://publichealthscotland.scot/
publications/scottish-drug-misuse-database/scottish-drug-misuse-database-overview-of-initial-assessments-for-
specialist-drug-treatment-201920/

Corkery JM, Schifano F, Ghodse AH. Phenazepam abuse in the UK: an emerging problem causing serious adverse
health problems, including death. Human Psychopharmacology: Clinical and Experimental 2012;27(3):254-61.
doi: 10.1002/hup.2222

National Records of Scotland. Drug-related deaths in Scotland in 2011. [Internet]. 2012 [cited 2022 Apr 8].
Available from: https://www.nrscotland.gov.uk/files/statistics/drug-related-deaths/2011/drug-related-
deaths2011.pdf

National Records of Scotland. Drug-related deaths in Scotland in 2013. [Internet]. 2014 [cited 2022 Apr 8].
Available from: https://www.nrscotland.gov.uk/files//statistics/drug-related-deaths/2013/drugs-related-deaths-
2013.pdf

Nielsen S, McAuley A. Etizolam: A rapid review on pharmacology, non-medical use and harms. Drug and Alcohol
Review 2020;39(4):330-36. doi: 10.1111/dar.13052

Scottish Government. Drug seizures and offender characteristics, 2018-2019 and 2019-2020. [Internet] 2021
[cited 2022 Apr 8]. Available from: https://www.gov.scot/publications/drug-seizures-offender-characteristics-
2018-2019-2019-20/

Scottish Drugs Forum, DrugWatch. Information Sheet: Etizolam. Version 1.1. [Interent]. 2014 [cited 2022 Apr 8].
Available from: https://www.nhsaaa.net/media/4654/etizolam_infosheet_sdf drugwatchl_1-2.pdf

European Monitoring Centre for Drugs and Drug Addiction. New benzodiazepines in Europe - a review.
[Internet]. 2021 [cited 2022 Apr 8]. Available from: https://www.emcdda.europa.eu/system/files/publications/
13759/TD0221596ENN_002.pdf

The Prescription Only Medicines (Human Use) Order 1997, No. 1830. [cited 2022 Jun 21]. Available from:
https://www.legislation.gov.uk/uksi/1997/1830

Medicines Act 1968, c.67. [cited 2022 Jun 21]. Available from: https://www.legislation.gov.uk/ukpga/1968/67

The Misuse of Drugs Regulations 2001, No. 3998. [cited 2022 Jun 21]. Available from: https://www.legislation.
gov.uk/uksi/2001/3998/contents/made

Misuse of Drugs Act 1971, c.38. [cited 2022 Jun 21]. Available from: https://www.legislation.gov.uk/ukpga/1971/
38/contents

91



201.

202.

203.

204.

205.

206.

207.

208.

209.

210.

211.

212.

213.

214.

215.

216.

217.

218.

219.
220.

Release.org.uk [Internet]. Sentencing [cited 2022 Jun 22]. Available from: https://www.release.org.uk/law/
sentencing

Psychoactive Substances Act 2016, c.2. [cited 2022 Jun 22]. Available from: https://www.legislation.gov.uk/
ukpga/2016/2

Advisory Council on the Misuse of Drugs (ACMD). Advice on U-47,700, etizolam and other designer
benzodiazepines. [Internet]. 2016 [cited 2022 Jun 22]. Available from: https://www.gov.uk/government/
publications/advice-on-u-47700-etizolam-and-other-designer-benzodiazepines

Advisory Council on the Misuse of Drugs (ACMD). Novel Benzodiazepines: A review of the evidence of use and
harms of Novel Benzodiazepines. [Internet]. 2020 [cited 2022 Jun 22]. Available from: https://www.gov.uk/
government/publications/novel-benzodiazepines-prevalence-and-harms-in-the-uk

House of Commons Scottish Affairs Select Committee. Problem drug use in Scotland. [Internet]. 2019 [cited 2022
Apr 2]. Available from: https://publications.parliament.uk/pa/cm201919/cmselect/cmscotaf/44/44.pdf

Scottish Government. Rights, respect, and recovery: alcohol and drug treatment strategy. [Internet]. 2018 [cited
2022 Jun 22]. Available from: https://www.gov.scot/publications/rights-respect-recovery/

Scottish Government. Drugs policy - update: statement by the First Minister - 20 January 2021. [Internet]. 2021
[cited 2022 Jun 22]. Available from: https://www.gov.scot/publications/update-drugs-policy/

Scottish Drug Deaths Taskforce. One Year Report. [Internet]. 2020 [cited 2022 Jun 27]. Available from: https://
drugdeathstaskforce.scot/news-information/publications/reports/scottish-drug-deaths-taskforce-one-year-
report/

Scottish Government. www.gov.scot [Internet]. Drug Deaths Task Force [cited 2022 Apr 02]. Available from:
https://www.gov.scot/groups/drug-deaths-task-force/

Scottish Government. Medication Assisted Treatment (MAT) standards: access, choice, support. [Internet]. 2021
[cited 2022 Jun 27]. Available from: https://www.gov.scot/publications/medication-assisted-treatment-mat-
standards-scotland-access-choice-support/

Scottish Drug Deaths Taskforce. Medication assisted treatment MAT standards for Scotland: access, choice,
support. Interim Report. [Internet] 2021 [cited 2022 Jun 27]. Available from: https://drugdeathstaskforce.scot/
media/1207/mat-subgroup-interim-report-on-programme-to-date_mar21.pdf

Scottish Drug Deaths Taskforce. Optomise the use of Medication-Assisted Treatment (MAT). [Internet]. 2021
[updated 2021 Oct 11; cited 2022 Jun 27]. Available from: https://drugdeathstaskforce.scot/our-work/
optimising-the-use-of-medication-assisted-treatment/

Scottish Drug Deaths Taskforce. MAT standards informed response for benzodiazepine harm reduction.
[Internet]. 2021 [accessed Jun 27]. Available from: https://drugdeathstaskforce.scot/media/1249/mat-
standards-informed-response-for-benzodiazepine-harm-reduction_interim-guidance_august-2021.pdf

Scottish Drug Deaths Taskforce. Tackling benzodiazepines and thier role in Scotland’s drug deaths. [Internet].
2020 [updated 2022 Feb 28; cited 2022 Apr 03]. Available from: https://drugdeathstaskforce.scot/scotland-s-
unique-challenge/tackling-benzodiazepines/

Silberman E, Balon R, Starcevic V, Shader R, Cosci F, Fava GA et al. Benzodiazepines: it's time to return to the
evidence. The British Journal of Psychiatry 2021;218(3):125-27. doi: 10.1192/bjp.2020.164

Tibrewal P, Looi JCL, Allison S, Bastiampillai T. Benzodiazepines for the long-term treatment of anxiety disorders?
The Lancet 2021;398(10295):119-20. doi: 10.1016/5S0140-6736(21)00934-X

Dubovsky SL, Marshall D. Benzodiazepines Remain Important Therapeutic Options in Psychiatric Practice.
Psychother Psychosom 2022:1-28. doi: 10.1159/000524400

Lugg W. Scrutinising the evidence for long term benzodiazepine use in anxiety - response to Tibrewal et al.
Australian & New Zealand Journal of Psychiatry 2022;56(6):721-23. doi: 10.1177/00048674211073042

Last JM. A Dictionary of Epidemiology. 4th ed. New York: Oxford University Press, Inc. 2001. p. 62.

Information Services Division. Prevalence of Problem Drug Use in Scotland: 2015/16 Estimates. [Internet]. 2019
[cited 2022 Aug 23]. Available from: https://www.isdscotland.org/health-topics/drugs-and-alcohol-misuse/
drugs-misuse/prevalence-of-problem-drug-use/

92



221.

222.

223.

224.

225.

226.

227.

228.

229.

230.

231.

232.

233.

234.

235.

236.

237.

238.

Scottish Government. Scottish Crime and Justice Survey 2019/2020: Main Findings. [Internet]. 2021 [cited 2022
Aug 22]. Available from: https://www.gov.scot/collections/scottish-crime-and-justice-survey/

Scottish Government. Scottish Crime and Justice Survey 2019/2020: Technical Report. [Internet]. 2021 [cited
2022 Aug 26]. Available from: https://www.gov.scot/publications/scottish-crime-justice-survey-2019-20-supp/

Public Health Scotland. Medicines used in Mental Health: Years between 2010 to 2011 and 2019 to 2020.
[Internet]. 2021 [cited 2022 Sep 23]. Available from: https://publichealthscotland.scot/publications/medicines-
used-in-mental-health/medicines-used-in-mental-health-years-between-2010-to-2011-and-2019-to-2020/

Scottish Government. Scottish Schools Adolescent Lifestyle and Substance Use Survey (SALSUS): Drug Use Report
(2018). [Internet]. 2019 [cited 2022 Aug 22]. Available from: https://www.gov.scot/publications/scottish-
schools-adolescent-lifestyle-substance-use-survey-salsus-drug-use-report-2018/

Public Health Scotland. Scottish Drug Misuse Database Report 2020/21: Overview of Initial Assessments for
Specialist Drug Treatment 2020/21: Final Report. [Internet]. 2022 [cited 2022 Aug 23]. Available from: https://
publichealthscotland.scot/publications/scottish-drug-misuse-database/scottish-drug-misuse-database-overview-
of-initial-assessments-for-specialist-drug-treatment-202021/

McAuley A, Yeung A, Taylor A, Hutchinson SJ, Goldberg DJ, Munro A. Emergence of Novel Psychoactive
Substance injecting associated with rapid rise in the population prevalence of hepatitis C virus. International
Journal of Drug Policy 2019;66:30-37. doi: 10.1016/j.drugpo.2019.01.008

Hillcrest Futures. hillcrest.org.uk [Internet]. Drug and alcohol services. [cited 2022 Aug 31]. Available from:
https://wwwe.hillcrest.org.uk/futures/get-support/drug-and-alcohol-services/

Corkery J. UK drug-related mortality - issues in definition and classification. Drugs and Alcohol Today
2008;8(2):17-25. doi: 10.1108/17459265200800014

National Records of Scotland. Drug-related deaths in Scotland in 2021. Annex A: The definition of drug misuse
deaths used for these statistics. [Internet]. 2022 [cited 2022 Sep 8]. Available from: https://www.nrscotland.gov.
uk/statistics-and-data/statistics/statistics-by-theme/vital-events/deaths/drug-related-deaths-in-scotland/2021/
methodological-annexes

National Records of Scotland. Drug-related deaths in Scotland in 2021. Annex C: Data sources. [Internet]. 2022
[cited 2022 Sep 8]. Available from: https://www.nrscotland.gov.uk/statistics-and-data/statistics/statistics-by-
theme/vital-events/deaths/drug-related-deaths-in-scotland/2021/methodological-annexes

Tayside Drug Death Review Group. Drug Deaths in Tayside, Scotland: 2020 Annual Report. [Internet]. 2021 [cited
2022 Sep 12]. Available from: https://www.nhstaysidecdn.scot.nhs.uk/NHSTaysideWeb/idcplg?ldcService=GET_
SECURE_FILE&Rendition=web&RevisionSelectionMethod=LatestReleased&noSaveAs=1&dDocName=prod_3577
31

Caudarella A, Dong H, Milloy M, Kerr T, Wood E, Hayashi K. Non-fatal overdose as a risk factor for subsequent
fatal overdose among people who inject drugs. Drug and alcohol dependence 2016;162:51-55. doi: 10.1016/].
drugalcdep.2016.02.024

Public Health Scotland. Drug-Related Hospital Statistics: Scotland 2020/21. [Internet]. 2021 [cited 2022 Sep 15].
Available from: https://publichealthscotland.scot/publications/drug-related-hospital-statistics/drug-related-
hospital-statistics-scotland-2020-to-2021/summary/

Scottish Government. www.gov.scot [Internet]. Scottish Index of Multiple Deprivation 2020. [cited 2022 Sep 22].
Available from: https://www.gov.scot/collections/scottish-index-of-multiple-deprivation-2020/

Scottish Government. Collection: Drug seizures and offender charactersitics statistics: statisitcal bulletin on drug
seziures recorded by Police Scotland. [cited 2022 Aug 25]. Available from: https://www.gov.scot/collections/
drug-seizures-and-offender-characteristics/

Scottish Government. Drug Seziures and Offender Characteristics, 2018-19 and 2019-20. [Internet]. 2021 [cited
2022 Aug 25]. Available from: https://www.gov.scot/publications/drug-seizures-offender-characteristics-2018-
2019-2019-20/documents/

Public Health Scotland. Births in Scottish Hospitals: Year ending 31 March 2021. [Internet]. 2021 [cited 2022 Sep
23]. Available from: https://publichealthscotland.scot/publications/births-in-scottish-hospitals/births-in-scottish-
hospitals-year-ending-31-march-2021/

Scottish Prison Service. SPS Addcition Prevalence Testing Stats 2018/19. [Internet]. [cited 2022 Aug 31]. Available
from: https://www.scotpho.org.uk/media/1863/scottish-prisons-summary-data-2018-final-version.xlsx

93



239.

240.

241.

242.
243.

244,

245.

246.

247.

248.

249.

250.

251.

252.

253.

254,

255.

256.

257.

258.

Scottish Prison Service. sps.gov.uk [Internet]. Prisons. [cited 2022 Aug 31]. Available from: https://www.sps.gov.
uk/Corporate/Prisons/Prisons.aspx

Carnie J, Broderick R. Scottish Prison Service Prison Survey 2019: 17th Series. [Internet]. 2019 [cited 2022 Sep 2].
Available from: http://www.sps.gov.uk/Corporate/Publications/Publication-7196.aspx

Scottish Prison Service. sps.gov.uk [Internet]. Prisoner Deaths. [cited 2022 Sep 23]. Available from: https://www.
sps.gov.uk/Corporate/Information/PrisonerDeaths.aspx

Tayside Substance Use Services. Guidelines on Medical Treatments for Substance Use. 2021.

Dundee City Council. dundeecity.gov.uk [Internet]. COSLA Award for Dundee Non-Fatal Overdose Response
Team 2022 [updated 2022 Mar 01; cited 2022 Oct 24]. Available from: https://www.dundeecity.gov.uk/news/
article?article_ref=4173.

Positive Steps. positivesteps.org.uk [Internet]. Positive Living Outreach Service. [cited 2022 Oct 24]. Available
from: https://positivesteps.org.uk/positive-living-outreach-service/.

Baldwin DS. Clinical management of withdrawal from benzodiazepine anxiolytic and hypnotic medications.
Addiction 2022;117(5):1472-82. doi: 10.1111/add.15695

Cochrane Library. About Cochrane Reviews. [Internet]. 2022 [cited 2022 Oct 28]. Available from: https://www.
cochranelibrary.com/about/about-cochrane-reviews.

Darker CD, Sweeney BP, Barry JM, Farrell MF, Donnelly-Swift E. Psychosocial interventions for benzodiazepine
harmful use, abuse or dependence. Cochrane Database of Systematic Reviews 2015(5) doi: 10.1002/14651858.
CD009652.pub2

Voshaar RCO, Couvée JE, Van Balkom AJLM, Mulder PGH, Zitman FG. Strategies for discontinuing long-term
benzodiazepine use: Meta-analysis. British Journal of Psychiatry 2006;189(3):213-20. doi: 10.1192/bjp.189.3.213

Parr JM, Kavanagh DJ, Cahill L, Mitchell G, Young RMcD. Effectiveness of current treatment approaches for
benzodiazepine discontinuation: a meta-analysis. Addiction 2009;104(1):13-24. doi: 10.1111/j.1360-0443.2008.
02364.x

Mugunthan K, McGuire T, Glasziou P. Minimal interventions to decrease long-term use of benzodiazepines in
primary care: a systematic review and meta-analysis. British Journal of General Practice 2011;61(590):e573-e78.
doi: 10.3399/bjgp11X593857

Gould RL, Coulson MC, Patel N, Highton-Williamson E, Howard RJ. Interventions for reducing benzodiazepine use
in older people: meta-analysis of randomised controlled trials. British Journal of Psychiatry 2014;204(2):98-107.
doi: 10.1192/bjp.bp.113.126003

Lynch T, Ryan C, Hughes CM, Presseau J, van Allen ZM, Bradley CP et al. Brief interventions targeting long-term
benzodiazepine and Z-drug use in primary care: a systematic review and meta-analysis. Addiction 2020;115(9):
1618-39. doi: 10.1111/add.14981

Takeshima M, Otsubo T, Funada D, Murakami M, Usami T, Maeda Y et al. Does cognitive behavioral therapy for
anxiety disorders assist the discontinuation of benzodiazepines among patients with anxiety disorders? A
systematic review and meta-analysis. Psychiatry and Clinical Neurosciences 2021;75(4):119-27. doi: 10.1111/pcn.
13195

Soni A, Thiyagarajan A, Reeve J. Feasibility and effectiveness of deprescribing benzodiazepines and Z-drugs:
systematic review and meta-analysis. Addiction 2022;n/a(n/a) doi: 10.1111/add.15997

Fixen DR, Farro SA, Shanbhag P, Parnes BL, Vejar MV. Multidisciplinary Approach to Deprescribing Sedative-
Hypnotic Medications in Geriatric Primary Care. Journal of Primary Care & Community Health 2022;13:
21501319221103416. doi: 10.1177/21501319221103416

Wurf G, O’Neal P. Community-based counselling for benzodiazepine withdrawal: A mixed-methods study of
client outcomes. Counselling and Psychotherapy Research 2022;22(3):773-83. doi: 10.1002/capr.12547

De Maricourt P, Gorwood P, Hergueta T, Galinowski A, Salamon R, Diallo A et al. Balneotherapy Together with a
Psychoeducation Program for Benzodiazepine Withdrawal: A Feasibility Study. Evid Based Complement Alternat
Med 2016;2016:8961709. doi: 10.1155/2016/8961709

Yeung W-F, Chung K-F, Zhang Z-J, Zhang S-P, Chan W-C, Ng RM-K et al. Electroacupuncture for tapering off long-
term benzodiazepine use: A randomized controlled trial. Journal of Psychiatric Research 2019;109:59-67. doi:
10.1016/j.jpsychires.2018.11.015

94



259.

260.

261.

262.

263.

264.

265.

266.

267.

268.

269.

270.

271.

272.

273.

274.

275.

276.

Baandrup L, Ebdrup BH, Rasmussen J, Lindschou J, Gluud C, Glenthgj BY. Pharmacological interventions for
benzodiazepine discontinuation in chronic benzodiazepine users. Cochrane Database of Systematic Reviews
2018(3) doi: 10.1002/14651858.CD011481.pub2

Leung E, Ngo DH, Espinoza JA, Beal LL, Chang C, Baris DA et al. A Retrospective Study of the Adjunctive Use of
Gabapentin With Benzodiazepines for the Treatment of Benzodiazepine Withdrawal. J Psychiatr Pract 2022;28
(4):310-18. doi: 10.1097/pra.0000000000000639

Naono-Nagatomo K, Abe H, Araki R, Funahashi H, Takeda R, Taniguchi H et al. A survey of the effects of
ramelteon on benzodiazepine-dependence: Comparison between a ramelteon add-on group and a continuous
benzodiazepine administration group. Asian J Psychiatr 2018;36:20-24. doi: 10.1016/j.ajp.2018.05.016

Naono-Nagatomo K. Response to “Comments on the study: A survey of the effects of ramelteon on
benzodiazepine-dependence”. Asian Journal of Psychiatry 2020;51:101617. doi: 10.1016/j.ajp.2019.01.014

Morera-Fumero AL, Fernandez-Lopez L, Abreu-Gonzalez P. Melatonin and melatonin agonists as treatments for
benzodiazepines and hypnotics withdrawal in patients with primary insomnia. A systematic review. Drug Alcohol
Depend 2020;212:107994. doi: 10.1016/j.drugalcdep.2020.107994

Messinger JC, Hakimi E, Vercollone L. The Use of a Single Dose of Phenobarbital for Inpatient Management of
Benzodiazepine Withdrawal: A Case Report. J Addict Med 2022 doi: 10.1097/adm.0000000000001071

Purcell K, Bianchi PW, Glenn D, Blakey B, Motov S. Ketamine: A Potential Adjunct for Severe Benzodiazepine
Withdrawal. Cureus 2021;13(12):e20114. doi: 10.7759/cureus.20114

Sabioni P, Bertram J, Le Foll B. Off-Label Use of Medications for Treatment of Benzodiazepine Use Disorder.
Current Pharmaceutical Design 2015;21(23):3306-10. doi: 10.2174/1381612821666150619092039

Hulse G, O’Neil G, Morris N, Bennett K, Norman A, Sean H. Withdrawal and psychological sequelae, and patient
satisfaction associated with subcutaneous flumazenil infusion for the management of benzodiazepine
withdrawal: a case series. Journal of Psychopharmacology 2013;27(2):222-27. doi: 10.1177/0269881112446532

Faccini M, Leone R, Opri S, Casari R, Resentera C, Morbioli L et al. Slow subcutaneous infusion of flumazenil for
the treatment of long-term, high-dose benzodiazepine users: a review of 214 cases. Journal of
Psychopharmacology 2016;30(10):1047-53. doi: 10.1177/0269881116647505

Gallo A, MacDonald T, Bennett K, Basso-Hulse G, Hulse G. Is the Precipitation of Anxiety Symptoms Associated
with Bolus Doses of Flumazenil a Barrier to Its Use at Low Continuous Doses in Benzodiazepine Withdrawal? J
Clin Med 2022;11(19) doi: 10.3390/jcm11195948

Tamburin S, Faccini M, Casari R, Federico A, Morbioloi L, Franchini E et al. Low risk of seizures with slow
flumazenil infusion and routine anticonvulsant prophylaxis for high-dose benzodiazepine dependence. J
Psychopharmacol 2017;31(10):1369-73. doi: 10.1177/0269881117714050

Casari R, Metastasio A, Zamboni L, Biasioli M, Campagnari S, Lugoboni F. Addiction of High Dose of
Benzodiazepine: Verona Detox Approach With Flumazenil. Front Psychiatry 2022;13:857376. doi: 10.3389/fpsyt.
2022.857376

Gallo AT, Hulse G. Pharmacological uses of flumazenil in benzodiazepine use disorders: a systematic review of
limited data. J Psychopharmacol 2021;35(3):211-20. doi: 10.1177/0269881120981390

MacDonald T, Gallo AT, Basso-Hulse G, Bennett KS, Hulse GK. A double-blind randomised crossover trial of low-
dose flumazenil for benzodiazepine withdrawal: A proof of concept. Drug Alcohol Depend 2022;236:109501. doi:
10.1016/j.drugalcdep.2022.109501

Voshaar RCO, Gorgels WJ, Mol AJ, van Balkom AJ, Mulder J, van de Lisdonk EH et al. Predictors of Long-Term
Benzodiazepine Abstinence in Participants of a Randomized Controlled Benzodiazepine Withdrawal Program.
The Canadian Journal of Psychiatry 2006;51(7):445-52. doi: 10.1177/070674370605100706

Liebrenz M, Boesch L, Stohler R, Caflisch C. Agonist substitution—a treatment alternative for high-dose
benzodiazepine-dependent patients? Addiction 2010;105(11):1870-74. doi: https: 10.1111/j.1360-0443.2010.
02933.x

Liebrenz M, Schneider M, Buadze A, Gehring M-T, Dube A, Caflisch C. Attitudes towards a maintenance (-agonist)
treatment approach in high-dose benzodiazepine-dependent patients: a qualitative study. Harm Reduction
Journal 2016;13(1):1. doi: 10.1186/s12954-015-0090-x

95



277.

278.

279.

280.

281.

282.

283.

284.

Wickes WA, Darke S, Ross J. Clobazam maintenance among methadone maintenance patients with problematic
benzodiazepine use: five case studies. Drug and Alcohol Review 2000;19(4):401-05. doi: 10.1080/
0959523002004885

Weizman T, Gelkopf M, Melamed Y, Adelson M, Bleich A. Treatment of benzodiazepine dependence in
methadone maintenance treatment patients: a comparison of two therapeutic modalities and the role of
psychiatric comorbidity. Aust N Z J Psychiatry 2003;37(4):458-63. doi: 10.1046/j.1440-1614.2003.01211.x

Granato P, Shreekumar V, Fontaine A, Paradis P, Danel T, Cottencin O. Original and simple protocol for
withdrawal of benzodiazepines to achieve sustained remission. Open Journal of Psychiatry 2016;6(2):195-202.

Peng L, Lawrence D, Levander XA. Challenges of Diagnosing and Managing Designer Benzodiazepine Dependence
and Withdrawal: A Case Report. J Addict Med 2022;16(2):249-51. doi: 10.1097/adm.0000000000000869

Reeves JJ, Brown AD, Collier BS. Designer benzodiazepine dependence and the difficulties of outpatient
management; a case report. J Addict Dis 2022:1-5. doi: 10.1080/10550887.2022.2117510

Brett J, Murnion B. Management of benzodiazepine misuse and dependence. Aust Prescr 2015;38(5):152-5. doi:
10.18773/austprescr.2015.055

Scottish Drug Deaths Taskforce. Changing Lives: Our Final Report. [Internet]. 2022 [cited 2022 Dec 9]. Available
from: https://drugdeathstaskforce.scot/news-information/publications/reports/final-report/

Bol D. Dundee remains Scotland’s drug deaths capital amid action call. The Herald. 2022 Jul 28. Available from:
https://www.heraldscotland.com/politics/20585815.dundee-remains-scotlands-drug-deaths-capital-amid-
action-call/

96



	Acknowledgements
	List of Abbreviations
	Executive Summary
	Recommendations
	1.  Introduction
	1.1  Background
	1.2  Aims, objectives and scope
	1.2.1  Aims
	1.2.2  Objectives
	1.2.3  Scope

	1.3  Methods
	1.3.1  Need
	1.3.2  Health Needs Assessment


	2.  Narrative Review
	2.1  What are benzodiazepines?
	2.2  The adverse effects of benzodiazepines
	2.2.1  Side effects
	2.2.3  Tolerance, dependence and withdrawal
	2.2.5  Mortality

	2.3  Problem drug use
	2.3.1  Terminology
	2.3.2  Patterns and motivation

	2.4  Polydrug use
	2.4.1  Opioids
	2.4.2  Alcohol
	2.4.3 Gabapentinoids

	2.5  Vulnerable groups
	2.5.1  Older people
	2.5.2  Women
	2.5.3  People with mental health conditions
	2.5.4  The prison population

	2.6  ‘Prescribable’ and ‘street’ benzodiazepines
	2.7  Current legal and policy context
	2.7.1  The law
	2.7.2 Current Policy

	2.8  Summary

	3.  Epidemiological Assessment
	3.1  Approach
	3.2  Key findings
	3.3  Prevalent use of benzodiazepines
	3.4  Benzodiazepine-related health and social outcomes
	3.5  Vulnerable Groups

	4.  Corporate Assessment
	4.1  Approach
	4.2  Key Findings
	4.3  Why do people use benzodiazepines?
	4.4  How do benzodiazepines harm the people that use them?
	4.5  How do people who use benzodiazepines appraise current services?
	4.6  What services or treatment strategies do people who use benzodiazepines want?

	5. Comparative Assessment
	5.1  Approach
	5.2  Key findings
	5.3  Recent evidence syntheses
	5.4  Benzodiazepine substitution therapy

	6.  Conclusions
	References

