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Prevalence of benzodiazepine use

Millions of people are prescribed benzodiazepines for the treatment of anxiety, insomnia, depression,
muscle spasms, and neurologic conditions.’ Best practice guidance recommends short-term use,*®
but the reality is a large number of patients receive these drugs on a long-term basis.”®

it

(T
Higher rates of alcohol and other substance use are @ i

also found in this aging population.’™

Older adults still have the highest prevalence of
benzodiazepine use compared to younger adults.'

Veterans between 50-64 years-old have the
highest prescribed use of benzodiazepines.'

The combination of advanced age, benzodiazepine Benzodiazepines are often

use combined with alcohol and other substances, and combined with alcohol and
high-risk medical comorbidities can potentially put them other substances. This can have
at an increased risk of a fatal overdose. fatal consequences, particularly

in aging populations.™

This could be the perfect storm:*?

High-risk
comorbidities

Higher rates
.g., COPD,
of alcohol (e.g

and other

sleep apnea)

substance use
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Serious outcomes associated with benzodiazepines
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Re-evaluating the Use of Benzodiazepines

Overdose (OD) death?'*'>

Benzodiazepines are the second most common medication class
involved in intentional and unintentional pharmaceutical OD deaths.®
The OD death rate involving benzodiazepines rose 8-fold from
2000-2018, with opioids involved in 85% of these deaths in 2018.>'¢

CAUTION: Overdose risk is not just with opioids! While this
combination is well-known, much less attention is given to alcohol and
benzodiazepines which also has a risk of overdose when combined.™

All-cause mortality
¢ Increases 60% in patients on benzodiazepines.!’

¢ No studies (N=33) show a protective effect on mortality
from benzodiazepines.'®

Motor vehicle accident 60%

Risk increases by 60%."

Dependence and withdrawal

Dependence occurs in nearly all patients taking chronic
benzodiazepines within as little as 4-6 weeks of continued
therapy. In some, it can cause addiction.?%?'



A

Cognitive impairment

 Short- and long-term use of benzodiazepines may lead to
impairment across many cognitive domains.?>%

e Long-term use impacts the spectrum of domains of
cognitive function, especially verbal memory.?

Falls risk

The risk of falls increases in older adults who use benzodiazepines
and can double in those age 80 and over.?® The risk of hip fractures
also rises with benzodiazepine use.”

Respiratory outcomes with benzodiazepine use

* General population: Use has been associated with a 50% risk of
community acquired pneumonia.?®

 Patients with COPD: Use increases the risk of outpatient respiratory
exacerbations, emergency room visits, and mortality.?*32

 Patients with sleep apnea: Use worsens respiratory outcomes
and oxygen levels overnight.?*34

Pregnancy related outcomes

* A 2-fold increased risk of preterm birth in women using
benzodiazepines during pregnancy.*

» Advanced levels of care may be required when benzodiazepines
are prescribed, such as cesarean delivery and neonatal intensive
care admission.??’

There are several populations in which benzodiazepine use carries a larger risk
(see Table 1). In these populations, the risks of harm from a benzodiazepine
may outweigh the benefits.
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Posttraumatic
stress disorder (PTSD)

Chronicrespiratory
disease

(e.g., chronic obstructive
pulmonary disease
[COPD], sleep apnea)

Receiving other CNS
depressants (e.g., opioids)

Substance use disorder
(e.g., alcohol or opioid use
disorder)

History of traumatic
brain injury

Re-evaluating the Use of Benzodiazepines

Table 1. Evaluating benzodiazepines in high-risk populations

e Benzodiazepines have not been shown to reduce PTSD
symptoms or related sleep dysfunction, and are associated
with significant harm.203841

Sleep apnea
Benzodiazepines can significantly lower minimum oxygen
levels during the night.®#43

COoPD

Benzodiazepines increase the risk of respiratory exacerbations
by 45% and emergency department visits by 92% compared
to non-users.304

Patients with COPD requiring help with feelings of dyspnea

may benefit from:*

e Optimizing COPD treatment

¢ Pulmonary rehabilitation

e Brief CBT and mind-body interventions (e.g., yoga, relaxation)
which can help with symptoms of anxiety and depression.

e Other palliative treatments of dyspnea (e.g., low dose
morphine [10-30 mg per dayl), neuromuscular
electrical stimulation)3?4¢

Patients taking both opioids and benzodiazepines are
twice as likely to die of an overdose."”

Benzodiazepines are frequently combined with other
substances. Fifteen percent of patients use heroin and
benzodiazepines, with 75% using both at least weekly.*
Up to 40% of patients used benzodiazepines and alcohol
together.*

Cognitive recovery may be delayed with use of
benzodiazepines.*®



Dementia e Use is associated with increased risk of health-related
complications and hospitalizations in patients with dementia.*

* No evidence of improvement of sleep quality.>®

e May cause or exacerbate: cognitive deterioration; risk
of falls; aspiration; death; paradoxical agitation.*~°

* Patients with behavioral and psychological symptoms of
dementia should first be managed with non-drug options
that focus on changes to the environment and behaviors.>*>3

Older age » Benzodiazepines are associated with significant risk in the
(e.g., age 65 and older) elderly (falls, hip fractures, sedation, cognitive impairment).3>7¢

* Benzodiazepines have been associated with as high as a
40% increased risk for hip fracture in older adults.’’

Avoid starting benzodiazepines in high-risk Veterans
and review chronic use to ensure continued need.

Remember, just because a Veteran has been on a benzodiazepine for years does not mean
that they are safe or still effective.

Common misperceptions of benzodiazepine use in older adults
downplays risk, leading to long-term use.*?

Misperception* Reality?227:5354

) ) Older adults are vulnerable to cognitive and
A stable benzodiazepine dose psychomotor effects of benzodiazepines.

SeriBane SnEaie Benzodiazepines are not always effective.

Attempts to discontinue Many older adults can successfully taper
benzodiazepines will fail. and discontinue benzodiazepines.

If an older Veteran is taking benzodiazepines, discuss tapering
and discontinuation to reduce the risk of adverse events.
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Benzodiazepine’s role in treatment

Despite benzodiazepine risks, there are situations in which rapid control of symptoms is warranted.”'~>

Anxiety and insomnia are two of the most common indications for benzodiazepines. Guidelines
and consensus statements recommend that benzodiazepines should only be used for short-term
treatment (about 4 weeks) for these conditions.'#>

Situations where rapid control of symptoms may be needed:

Z Severe anxiety
Z Panic attacks

Z Seizures

Z Alcohol or benzodiazepine withdrawal

Relieving anxiety without relying on benzodiazepines

Management decisions for the treatment of anxiety depend on patient factors and clinical presentation.
For the majority of patients, initial treatment is cognitive behavioral therapy (CBT), medication

(e.g., a selective serotonin reuptake inhibitor [SSRI], serotonin-norepinephrine reuptake inhibitor
[SNRI]), or a combination of both.>¢-8

Figure 1. Initial treatment for anxiety

Medications
(e.g., SSRI, SNRI)

Benzodiazepines should be reserved for patients with very distressing or impairing
symptoms in which acute, rapid control is necessary and, in most cases, limited to 4-6 weeks
while maintenance medication is being titrated.

Re-evaluating the Use of Benzodiazepines



Helping Veterans get their rest:
addressing insomnia

Insomnia is a common reason for patients to receive \
a benzodiazepine, but alternative treatments are
preferred to manage insomnia.>*

Figure 2. Mapping out a plan for managing insomnia®>%¢°

Start with offering evidence-based behavioral therapies

» Cognitive behavioral therapy for insomnia (CBT-1) is recommended as first-line
treatment for chronic insomnia.

* Brief behavioral therapy for insomnia (BBT-I) can also be encouraged but is not
as effective as CBT-I.

If patient still suffers from insomnia, or if CBT-1 is not a good option

Consider medication for chronic insomnia
¢ Intermittent (e.g., 3 or 5 days/week) dosing for a period of < 2 weeks may help.

 Preferred options include low-dose doxepin (3 or 6 mg) and non-benzodiazepine
receptor agonist (e.g., zolpidem).

e Continue to offer CBT-l, if not already completed.

Avoid benzodiazepines

¢ In most cases the harm of benzodiazepines (e.g., triazolam, temazepam) outweigh
the benefits.

* Benzodiazepines may negatively affect sleep architecture, and have significant
interactions with alcohol and other medications (e.g., opioids).n

 Tolerance quickly develops to the ability to induce and prolong sleep. Rebound
insomnia can occur 1-2 weeks after treatment discontinuation.
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Weighing the benefits and risks of benzodiazepines

The benefit of benzodiazepines must be weighed against the risks to determine if they are the right
treatment option for a Veteran.

Figure 3. Benzodiazepines are quick to improve symptoms, but have significant risks.

/) BENEFITS X) Risks

Increased overdose risk, mortality,
motor vehicle accidents, falls,

H cognitive impairment

= Limited evidence of benefit and
increased risk of side effects with
chronic use

= Potential for tolerance, dependence,
Rapid symptom relief withdrawal, and addiction

il

If a benzodiazepine is deemed necessary, use the lowest dose possible and plan for the shortest
duration possible.

Figure 4. A framework for benzodiazepine use?'*

Always use the lowest dose possible

Benzodiazepine use ( for the shortest period of time.
in Veterans
—T Attempt dose reduction to minimize harm.
. Inolder adults, use short-acting benzodiazepines with

no active metabolites to reduce the risk of toxicity
(e.g., oxazepam, temazepam, lorazepam).

8 Re-evaluating the Use of Benzodiazepines



Acute benzodiazepine use

Preventing long-term use of benzodiazepines

Many patients may experience difficulties with discontinuing benzodiazepines at the end of an acute
treatment period. If benzodiazepines are started, a clearly defined exit plan should be determined
and then communicated to the Veteran.

Figure 5. Have a benzodiazepine exit plan.

0 0

Clearly defined duration that is ———
Stop short-term explicitly described to Veteran T
treatment from
turning into
long-term use. Exit plan explained and explored

(e.g., short taper or initiation of

alternative treatments) I

A maximum of 4-6 weeks duration is recommended.

If a benzodiazepine is needed, use it for the shortest duration possible
(e.g., 14 days) and have a clearly defined and explained exit plan.

Chronic benzodiazepine use

Patients on chronic benzodiazepines should be reviewed to ensure:
v Proper safety monitoring and risk mitigation

v Continued need for ongoing use
Table 2. Suggested safety monitoring for benzodiazepines

PDMP uDT
At least annually* At least annually

*Querying frequency and potential exclusions must adhere to the most stringent of VHA or the state PDMP regulations,
as applicable, including the regulations from the state of facility where prescriber is practicing, state of the licensure of the
prescriber, and location of the patient’s residence. PDMP = prescription drug monitoring program; UDT = urine drug testing.

If it is determined that the risks of the benzodiazepine outweigh the benefits, engage the patient and
develop a plan to taper and discontinue the medication.
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Strategies for successful benzodiazepine discontinuation

Minimal educational interventions are effective strategies to assist patients with decreasing
or stopping benzodiazepines, such as:*'

¢ Brief educational intervention: medication review, consultation (risk/benefits), assessment of
patient readiness, provision of a withdrawal schedule, and education about benzodiazepine use

¢ Direct to consumer education: letters designed to promote cognitive dissonance
(e.g., EMPOWER trial), which increased success of discontinuation by 8-fold

¢ Augmentation: psychotherapy and/or pharmacotherapy aimed at addressing underlying condition

e Provide medical e Understand * Provide written
advice about the patient’s readiness taper schedule.
risks of long-term to discontinue « Discuss alternative

benzodiazepine use. benzodiazepines. therapies and/or

referral for
behavioral services.

Framework of a brief educational intervention®*

Provide information on benzodiazepine dependence, ¢¢
abstinence, and withdrawal symptoms; risks of long-term use,

memory and cognitive impairment, accidents, falls, and

reassurance about reducing medication. 99

Patients receiving a brief intervention were 3 times
x more likely to discontinue benzodiazepine use

after 12 months vs. controls.®

Re-evaluating the Use of Benzodiazepines



Figure 6. Patients are more likely to discontinue benzodiazepines after receiving brief
intervention with taper instructions.®>¢¢

70% of patients remained
benzodiazepine free at
36 months.

30% more patients
discontinued
benzodiazepines
at 12 months.

70‘%

75 general practitioners were randomized to provide usual care or a brief educational and a self-help leaflet to improve sleep.
Benzodiazepine withdrawal effects (i.e., anxiety, irritability, insomnia) worsened in the intervention group at 6 months but
was not different by 12 months. There was no increase in anxiety, depression, insomnia, or alcohol consumption.®

In a separate trial, more than half of patients who met with their primary @
care provider, discussed benzodiazepine use, and received a detailed, written, ‘ ‘
guided taper had stopped benzodiazepines at 24 months, regardless of m ‘

benzodiazepine indication.®’

Another successful strategy is direct to consumer education, which is often an

informative pamphlet that is mailed directly to the patient. This intervention has
been shown to be effective in Veterans and has been shown to improve patient

willingness and ability to taper or discontinue benzodiazepine use.®®

Figure 7. Direct to patient education improved likelihood of discontinuing benzodiazepines
8-fold.®®

30%
[@))]
£
29 25%
'.E o}
S 2 20%
R %
SR 15%
c S
9 9
SN 10%
o v
w— O
o 5%
N 4.5
Intervention Usual care
(n=148) (n=155)

After 6-month follow-up, patients (median age 64) in the intervention group (education pamphlet) were more likely
to discontinue benzodiazepines as shown above (adjusted OR 8.33; 95% ClI: 3.32-20.93). Over the 6-month period,
56 patients (37.8%) in the intervention group and 17 patients (11%) of the usual care group either discontinued or
reduced benzodiazepine doses (OR 5.49; 95% Cl: 2.78-10.84).5
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Augmentation

Using an evidence-based treatment to address the benzodiazepine indication assists in tapering
benzodiazepine doses.

Adding cognitive behavioral therapy for insomnia (CBT-i) reduces benzodiazepine use

CBT-i plus taper reduced benzodiazepine use
68% by 68% vs. taper alone.*®

In a meta-analysis of eight randomized, controlled trials of 508 adults with insomnia, patients receiving CBT-I plus taper
were more likely to stop using benzodiazepines than those who were tapered alone (RR 1.68; 95% Cl: 1.19-2.39; p=0.003)
at 3 months. At 12 months, the results from four studies were similar but not statistically significant (RR 1.67; 95% ClI:
0.91-3.07; p=0.10).%°

Cognitive behavioral therapy combined with gradual benzodiazepine tapers in patients with anxiety
disorders (panic and generalized anxiety) has also been shown to contribute to greater success with
short- and long-term benzodiazepine reduction and discontinuation (NNT = 3).7

Figure 8. More patients with anxiety successfully stopped taking benzodiazepines with a
CBT augmented taper.”’

100%
80%
60%
40%

20%

30%

% with continued benzodiazepine
abstinence at 12 months

0%
CBT group Non-specific
therapy group

Forty-eight adults with over seven years of benzodiazepine use for anxiety randomly received a guided benzodiazepine
taper with either CBT (n=28) or non-specific therapy (n=28). Assessment points at the end of therapy found 74% of
patients in the CBT group withdrew from benzodiazepines vs. 37% in the non-standard therapy group. No serious side
effects were reported.”

Advise Veterans on the benefits of stopping benzodiazepines
and work with them to develop a discontinuation strategy.

12 Re-evaluating the Use of Benzodiazepines



Benzodiazepine dose reduction or
discontinuation plans

After the decision has been made to taper the benzodiazepine, Figure 9. Triad of benzodiazepine
provide education on the possible withdrawal and rebound discontinuation symptoms??
symptoms and maintain open lines of communication
with the patient.

e Consider alternative treatment options, if needed.

e Design a SLOW taper to the lowest dose necessary
to maintain function and good symptom control.

¢ Provide education about safe tapering and risks
of alcohol and other substances during taper.

Slowly tapering can lessen withdrawal and rebound
symptoms and promote successful discontinuation.

Figure 10. Benzodiazepine withdrawal symptoms?’

Psychological Physical

e Anxiety/irritability e Stiffness

e Insomnia/ ¢ Weakness
nightmares * Gastrointestinal

* Depersonalization disturbance

e Decreased memory ¢ Flu-like symptoms
and concentration o Paresthesia

¢ Delusion and hallucinations e Visual disturbances

e Depression  Seizures

Withdrawal symptoms can occur after about 4 weeks of continuous use. All patients taking
benzodiazepines on a regular basis for more than 4 weeks should be tapered. A slow taper is
associated with total cessation of benzodiazepine use in about two-thirds of patients.”?

The use of medications to treat benzodiazepine withdrawal is limited and conflicting.”>7¢
Rebound symptoms, which may also manifest as withdrawal, will resolve over time, though can be
protracted. Recurrence of symptoms (e.g., insomnia, anxiety) can be managed with alternative
evidence-based treatments for that indication. See Re-evaluating the Use of Benzodiazepines: A
Quick Reference Guide for more information about rebound symptoms and managing recurrence.
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Set the Veteran up for success

There is no one-size-fits-all approach to tapering benzodiazepines. Each patient may require a
different rate of taper. A proper benzodiazepine taper can take many months or even years.

 Patients who have been on low doses of benzodiazepines for a relatively short time
(less than a year) can often tolerate a faster taper.””

¢ Patients on high doses of benzodiazepines or those who have been taking the medication
consistently for many years may need a slower taper.

The rate of taper should ultimately be determined by the patient’s symptoms.

TIPS FORTAPERING

¢ Go slow!
¢ Provide written instructions for the taper schedule.
e Document taper schedule in electronic medical record.

¢ Schedule follow-up with the Veteran to assess tolerability of the taper.
This can be done by various health care team members (e.g., nurse,
clinical pharmacy practitioner) and provided via clinic visit, telehealth,
and/or telephone.

 Be flexible! Adjust schedule to accommodate issues that may arise.
e If withdrawal is experienced, hold or slow down the taper schedule. /

e Substitute a longer-acting benzodiazepine if the patient is on a short-
acting form and experiencing withdrawal. i’

SHORTER TAPER?2"7276,78,79

« Gradually reduce total dose by 50% over the
first 4 weeks (e.g., 10-15% decrease weekly)

« Maintain on that dose (50% original dose)
1-2 months, then

* Reduce dose by 25% every 2 weeks
LONGER TAPER?2"7276.79

« 10-25% every 2-4 weeks

Remember if discontinuation cannot be achieved, reduction in dose is still valuable.

14 Re-evaluating the Use of Benzodiazepines



Summary of strategies to discontinue benzodiazepines

1 ) Determine benefit vs. harm of benzodiazepine therapy.
¢ |s there still an indication for the benzodiazepine?
¢ What specific risk factors does the Veteran have?

e Does the benefit of the benzodiazepine outweigh the risk?

2 ) Employ strategies that help with long-term benzodiazepine discontinuation.”

e Recommend gradual dose reduction and discontinuation.
¢ Use educational interventions to achieve better discontinuation outcomes.

» Offer psychotherapy interventions (e.g., cognitive behavioral therapy for insomnia).

3 ) Perform slow taper over months.

e Provide written instructions and document taper recommendations in the medical
record.

¢ Educate patient on signs and symptoms of withdrawal.
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