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Disclosure
• The faculty have been informed of their responsibility to disclose to the
audience if they will be discussing off-label or investigational use(s) of drugs,
products, and/or devices (any use not approved by the US Food and Drug
Administration).
– The off-label use of carbamazepine, pregabalin, and gabapentin to help with
benzodiazepine taper and withdrawal will be discussed.

• Applicable CME staff have no relationships to disclose relating to the subject
matter of this activity.
• This activity has been independently reviewed for balance.

Learning Objectives
• Review the extent of contemporary utilization of benzodiazepines
in the various populations in the United States
• Assess the benefits and risks from benzodiazepine use in clinical
practice
• Apply risk mitigating strategies in clinical practice to minimize
harm from benzodiazepines and maximize benefits

Benzodiazepine Landscape in the United States

Is benzodiazepine (and Z-drug) use rare in America?
Top 10 Prescriptions for Psychotropics Written in America (2013 Medical Expenditure Panel Survey)

Brand names are included in this table for participant clarification purposes only. No product promotion should be inferred.

SSRI = selective serotonin reuptake inhibitor; SARI = serotonin antagonist and reuptake inhibitor; SNRI = serotonin–norepinephrine reuptake inhibitor.

Moore TJ, et al. JAMA Intern Med. 2017;177(2):274-275.

Benzodiazepine Use in the United States
is on an Upward Trajectory
Between 2003 and 2015, the use of BZDs in ambulatory care increased substantially from 3.8% to 7.4% of visits

7.4%

3.8%

95% increase in BZD-related visits in 12 years
BZD = benzodiazepine.
Agarwal SD, et al. JAMA Netw Open. 2019;2(1):e187399.

BZD use in psychiatry showing no
signs of decline

Recent Benzodiazepine Utilization Data
Only Adds to Our Concerns

Prevalence of prescription BZD use and misuse among 2015 and 2016 NSDUH respondents (N=86,186), by age group

An estimated 30.6 million
adults per year in the
United States used BZDs
in the past year, an
overall prevalence of
12.6%

BZD misuse without a prescription was the most common type of misuse,
and a friend or relative was the most common source.
NSDUH = National Survey on Drug Use and Health.
Maust DT, et al. Psychiatr Serv. 2019;70(2):97-106.

But, So What?
Is there really a problem with the use of
benzodiazepines?

Here is the VA’s Position

US Department of Veterans Affairs. Re-evaluating the Use of Benzodiazepines: A VA Clinician’s Guide.
www.pbm.va.gov/PBM/AcademicDetailingService/Documents/Benzodiazepine_Provider_AD_Educational_Guide.pdf. Accessed April 29, 2019.

Overdose Situations with Benzodiazepines
Where did these medications come from?

Interviews were conducted with 31 patients who attended the ED following a medication
overdose and typical stories regarding the acquisition of medications reported.

Recreational Use,
16%

Treatment Purposes,
77%

Conclusion: We are the main suppliers of BZDs
which are ultimately used in overdoses !
ED = emergency department.
Buykx P, et al. Aust N Z J Public Health. 2010;34(4):401-404.

Overdose, 7%

Benzodiazepine Use and Risk of Hip Fracture
Register-based Medication Use and Alzheimer’s disease (MEDALZ) study, including all community-dwelling persons
diagnosed with AD in Finland during 2005–2011 (n=70,718) and their matched comparison persons without AD.

BZD use was associated with an increased risk of hip fracture in persons with and without AD
(adjusted HR 1.4 [95% CI 1.2–1.7] and 1.6 [95% CI 1.3–1.9], respectively)
AD = Alzheimer’s disease.
Saarelainen L, et al. J Am Med Dir Assoc. 2017;18(1):87.e15-e87.e21.

Z-drugs and Driving Safety: Emerging Concerns
A pooled analysis of 4 studies on zopiclone

Key Findings:
• Residual sedation contributing to driving risk
demonstrated that impairment lasted for up to
11 hours after dosing
• Was not significantly dependent on sex or age
• Was comparable in magnitude to a blood
alcohol concentration of up to 0.8 mg/L, which
corresponds to at least twice the risk of motorvehicle accidents
Leufkens TR, et al. Clin Ther. 2014;36(1):141-150. Leufkens TR, et al. Psychopharmacology. 2014;231(14):2785-2798.

Use of Benzodiazepines along with Some Other
Psychiatric Medications Increases Risk of Mortality
Participants of German National Health Interview and Examination Survey 1998 followed up for mortality from 1997 to 2011

Increased Risk of Mortality

Du Y, et al. PLoS One. 2019;14(1):e0210695.

•

Opioids increase risk by hazard
ratio 2.04

•

Antipsychotics increase risk by
hazard ratio 2.15

•

BZDs increase risk by hazard
ratio 1.76

•

Antidepressants were not
associated with increased risk

But That’s a German Study … Surely benzodiazepines are
not associated with increased mortality in the United States?

US Department of Veterans Affairs. Re-evaluating the Use of Benzodiazepines: A VA Clinician’s Guide.
www.pbm.va.gov/PBM/AcademicDetailingService/Documents/Benzodiazepine_Provider_AD_Educational_Guide.pdf. Accessed April 29, 2019.

Double Trouble: Co-administered Opioids and
Benzodiazepines are a Growing Challenge
In a large sample of privately insured
patients in 2001–2013, concurrent
BZD/opioid prescribing increased by
nearly 80%
Nearly 30% of fatal “opioid”
overdoses in the United States also
involve BZDs, raising the possibility
that some of the increase in opioid
related deaths might be caused by
increases in concurrent BZD/opioid
use over time
Sun EC, et al. BMJ. 2017;356:j760.

Is death associated with benzodiazepine use?
You Decide
1996–2013

The Facts:
• The quantity of BZD filled
increased from 1.1 to 3.6 kg
lorazepam equivalents per
100,000 adults – a 250%
increase
• The overdose death rate
increased from 0.58 to 3.07
per 100,000 adults – over a
400% increase

Bachhuber MA, et al. Am J Public Health. 2016;106(4):686-688.

Use and Glorification of Benzodiazepines is
Becoming Part of Popular Culture

California rapper – Lil Xan
https://en.wikipedia.org/wiki/Lil_Xan. Accessed April 29, 2019.

His fan base is referred to as
“Xanarchy”

On the Other Hand, Benzodiazepines are
Very Effective Medications, eg, GAD Rx
Drug Class

Effect Size

Total SSRI Random Effects

0.325

Total SNRI Random Effects

0.357

Total BZD Random Effects

0.497

“This meta-analysis provides evidence that BZDs are more efficacious than
antidepressants for reducing GAD symptoms. In light of this evidence and in accordance
with other recent expert opinions, we recommend that BZDs should be considered as a
viable treatment option for adults with GAD, especially for the initial treatment phase.”
GAD = generalized anxiety disorder.
Gomez AF, et al. Expert Opin Pharmacother. 2018;19(8):883-894.

Benzodiazepines: View from 35+ Years Ago
This is What We Thought 3 to 4 Decades Ago
1. Drug use has to be viewed in the context of
symptoms or illnesses for which they are
prescribed. It is concluded that overall
psychotropic drugs are used conservatively.
2. The benzodiazepines are safe drugs and in
contrast with other centrally acting agents,
overuse will rarely have severe consequences.
3. Abrupt discontinuation may lead to temporary
withdrawal reactions in patients who have been
taking benzodiazepines regularly for ≥ 4 months.
Such reactions may occur more frequently in
patients taking high doses.
Rickels K. Br J Clin Pharmacol. 1981;11 Suppl 1:71S-83S.

Some things are
still the same,
and some things
ended up not
being true!

Here is the Contemporary View of Benzodiazepine Use
•

•

The proportion of BZD visits ranged from
3.2% among those aged 18–34 to 6.6%
among adults aged ≥ 80, and the proportion
of continuation visits increased with age
Only 16.0% (95% CI 13.5–18.8) of
continuation users had any mental health
diagnosis

•

Among all BZD users, < 1% were provided
or referred to psychotherapy

•

10.0% (95% CI 7. 2–13.3) were also
prescribed an opioid

Maust DT, et al. J Am Geriatr Soc. 2016;64(12):2546-2553.

This article’s title is –

“No End in Sight: Benzodiazepine
Use in Older Adults in the United
States”
Conclusion in part states –
“Prescribing to older adults continues
despite decades of evidence
documenting safety concerns, effective
alternative treatments, and effective
methods for tapering even chronic
users.”

So, The Pendulum Swings
Which is the “correct” position for us to adopt?
• BZDs are safe

• BZDs are not safe

• We are
underusing them

• We are overusing
them

• Media is over
blowing things

• Media is correct in
raising concern

Who’s Right?

What are we to do?

The Wise Clinician Balances Both Issues
• There are no absolutes in most cases
• BZDs can be both very useful in many
patients, and be the source of major
challenges in others
• Our goal is to be fair-balanced, wise,
careful, and meet each patient’s unique
needs in both the short- and long-term

The Advantages and Disadvantages of
Using Benzodiazepines

It’s Important to Establish a Few Things
• While some patients develop problems associated with BZD use,
most don’t
• Most treatment guidelines do recommend the judicious use of
BZDs
• The goal of this presentation is not to create “fear mongering”
among clinicians
• Many patients are on long-term BZD therapy and don’t have
associated problems. They should not be unnecessarily taken off
these medications—that can be harmful to their well-being

Let there be no doubt—decades of experience has taught
us that BZDs are often very helpful, many patients benefit
preferentially from them, don’t abuse them, and use them
safely for prolonged periods of time

Similarly, we cannot ignore the recent data emerging from
addiction literature, ED settings, law enforcement,
overdose databases, neurobiology literature, long-term
epidemiological outcome data, etc.

Therefore, framing any conversation along the lines of
“BZDs are good” or “BZDs are bad” is fundamentally flawed

Benzodiazepines Have Several Positive Attributes
Low Cost
Availability
Rapid Relief of
Symptoms
Effective Therapy for
Many Patients
Potts NL, et al. Can Fam Physician. 1992;38:149-153.

Spectrum of Concerns Associated with
Short- and Long-Term Benzodiazepine Use
Oversedation
Drug Interactions

Adverse Effects: Elderly
Adverse Effects:
Pregnancy

Cognitive Difficulties
Depression, Emotional
Blunting
Neurodegeneration

Drug Abuse/Dependence

Cost: Long-term BZD Use

Ashton CH. Benzodiazepines: How They Work And How To Withdraw. August 2002. www.benzo.org.uk/manual/bzcha01.htm. Accessed
April 29, 2019. Potts NL, et al. Can Fam Physician. 1992;38:149-153.

Why are benzodiazepines addictive?

Understanding the GABAA Receptor and
How Benzodiazepines Affect It
The GABAA receptor consists of 5
transmembrane glycoprotein subunits
arranged around the central chloride
channel. Each subunit is composed
of 4 domains (domains 1–4); domain
2 is the part of the monomeric subunit
that lines the chloride channel.
BZDs increase the affinity of the
GABAA receptor for GABA and the
likelihood that the receptor will open
for chloride ions.

GABA = gamma-aminobutyric acid.
Soyka M. N Engl J Med. 2017;376(12):1147-1157. Sigel E, et al. Trends Pharmacol Sci. 2018;39(7):659-671. Poisbeau P, et al. World J Biol
Psychiatry. 2018;19(Suppl 1):S36-S45.

How Benzodiazepines Can Become
Addicting in Some Patients

 BZDs increase firing of dopamine neurons of the ventral tegmental area through the positive
modulation of GABAA receptors in nearby interneurons
 Such disinhibition, which relies on α1-containing GABAA receptors expressed in these cells,
triggers drug-evoked synaptic plasticity in excitatory afferents onto dopamine neurons and
underlies drug reinforcement
”…benzodiazepines act through mechanisms similar to those of other drugs of abuse.”
Tan KR, et al. Nature. 2010;463(7282):769-774. Rudolph U, et al. Nat Rev Drug Discov. 2011;10(9):685-697. Soyka M. N Engl J Med. 2017;376(12):1147-1157.

Benzodiazepines, Dementia, and
Cognitive Impairment: Examining the Data

Benzodiazepine and Dementia:
A Potential Mechanism of Action

ACE = angiotensin-converting enzyme; ACE-Is = angiotensin-converting enzyme inhibitors; AchIs = anticholinergics; AEDs = antiepileptic
drugs; APs = antipsychotics; APP = amyloid protein precursor; PPI = proton pump inhibitors; VPA = valproic acid.
Barus R, et al. Br J Pharmacol. 2019 Feb 4; [Epub ahead of print].

The World’s Latest and Largest Meta-Analysis of
Dementia Risk with Benzodiazepines Reveals ...
10 studies were included: 6 case-control and 4 cohort studies

The pooled RR for developing dementia was 1.51 (P=.002) in patients taking BZDs.
The risk of dementia was higher in patients taking BZDs with a longer half-life (RR=1.16, P=.150) and
for a longer time (RR=1.21, P=.016).
He Q, et al. J Clin Neurol. 2019;15(1):9-19.

Another Set of Very Large Databases:

FDA and Canadian Pharmacovigilance Data Set Reveals …

US / FDA database revealed
BZD use increased OR of
dementia risk by 1.63
(n=1,971,750)

Takada M, et al. Int J Med Sci. 2016;13(11):825-834.

Crucial Points to Remember
Even though the data strongly supports an
association between BZD use and
dementia, causality has not yet been
proven or disproven
Let’s stay tuned. This issue is far from
settled

Cognition and Benzodiazepines:
A Significant Negative Impact is Detectable
13 studies were included in this meta-analysis in which significant,
moderate-to-large weighted effect size were found across all categories
of cognition with long-term (> 1 year) BZD use

US Department of Veterans Affairs. Re-evaluating the Use of Benzodiazepines: A VA Clinician’s Guide.
www.pbm.va.gov/PBM/AcademicDetailingService/Documents/Benzodiazepine_Provider_AD_Educational_Guide.pdf. Accessed April 29,
2019. Barker MJ, et al. CNS Drugs. 2004;18(1):37-48.

Does cognition improve after withdrawal from
long-term benzodiazepine use?

Does cognitive
function of long-term
BZD users improve
post-withdrawal?

Are previous longterm BZD users still
impaired at 6-month
follow-up?

META-ANALYSIS OF 10 STUDIES
Barker MJ, et al. Arch Clin Neuropsychol. 2004;19(3):437-454.

Does cognition improve after withdrawal from
long-term benzodiazepine use? (cont’d)
N=297

N=284

• Improvement in cognitive function does occur following
withdrawal from long-term BZD use
• Patients withdrawn from long-term BZD use continued to
perform more poorly than controls across all cognitive
categories, except sensory processing
• As age increased post-withdrawal cognitive recovery
decreased on tasks of attention/concentration

Barker MJ, et al. Arch Clin Neuropsychol. 2004;19(3):437-454.

Cycle of Benzodiazepine Use
The good effectiveness in terms of the target
symptoms creates great affinity in patients
towards their medication—even before manifest
dependency develops.
It can be assumed that the
majority of consumed BZDs were
not obtained on the black market
but were prescribed by doctors.

“Without any doubt,
doctors are crucially
involved in the long-term
prescribing of
benzodiazepines.”

Furthermore, most patients are likely to
have gone through a prolonged history
of suffering before they were given BZD
medication, so they desire rapid
intervention and need it too.
Janhsen K, et al. Dtsch Arztebl Int. 2015;112(1-2):1-7.

Patients therefore put pressure
on their doctors who prescribe
the drug to them. Those affected
fear that their initial symptoms
might return.

In many cases, prescriptions
are issued at patients’
explicitly expressed wishes.

Obtaining Informed Consent with Use of
Benzodiazepines
A Neglected, But Urgent Clinical Need

Benzodiazepine Information + Contract:
An Important Clinical Action for All Clinicians
www.cpsa.ca/wpcontent/uploads/2017/1
0/Benzodiazepine-TxAgreement_-1.pdf
Another Resource:

www.beyondthebrain.net/
uploads/2/2/0/6/2206014
4/btb_controlled-subagree.docx.pdf

Why Such a Contract Matters
• It helps educate a patient
• It helps educate a patient’s support system
• It preemptively educates a patient about risk of
dependence
• It lays out the parameters under which a
clinician may refuse to prescribe future doses
• It creates a shared responsibility model between
patient and clinician
• It helps a clinician execute their fiduciary
responsibility to educate all patients about the
BZD prescription they are offering, without in
any way demeaning the patient, their diagnosis,
or the BZDs

Deprescribing

Benzodiazepines
“Knowing when to deprescribe a medication is just as essential as
knowing when to prescribe a medication in the first place. It is our
responsibility to help patients navigate away from harms, dependence,
and polypharmacy.”

Sumi M. Sexton, MD
Editor-in-Chief
American Family Physician

Pottie K, et al. Can Fam Physician. 2018;64(5):339-351.

Deprescribing: 2 Key Concepts
“Deprescribing has been described as the ‘planned and supervised
process of dose reduction or stopping of medication that might be
causing harm or no longer providing benefit.’”
“Regardless of a patient’s interest level in stopping their BZRA,
prescribers have a fiduciary obligation to their patients to prescribe (and
deprescribe) medications in a way that promotes optimal health and
their best interests.”
BZRA = benzodiazepine receptor agonist.
Lee JY, et al. Pol Arch Intern Med. 2019;129(1):43-49.

Why consider deprescribing benzodiazepines in
some patients? Some Potential Reasons …
“It is estimated that dependence
develops in nearly half of patients
who use benzodiazepines for longer
than 1 month.”

“Increased risk of withdrawal
symptoms can occur as quickly as
after 2 weeks of continued use…”
RCT = randomized controlled trial.
Lee JY, et al. Pol Arch Intern Med. 2019;129(1):43-49.

“All BZRAs increase the risk of falls, fractures,
motor vehicle accidents, delirium, and
cognitive impairment. Meta‐analyses of RCTs
estimate increased odds of daytime sedation
of 3.82 (95% CI, 1.88–7.80) and odds of
cognitive impairment of 3.78 (95% CI, 1.47–
15.47) with benzodiazepines.”
“[Z-drugs] carry similar risks of
daytime sedation, cognitive
impairment, falls, fractures, and
motor vehicle accidents.”

How to Start a “Deprescribing Conversation”:
4-Step Process
Engaging the patient in a conversation about deprescribing a
BZD is a critical first step and may be difficult.
Patient engagement must be established at the start of the deprescribing
process and maintained throughout. The existence of a good therapeutic
relationship will help ensure success. Before decreasing or stopping BZDs in
patients, assess why the patient is using the medication.
Raising awareness is an important aspect of the deprescribing process. Studies
show that providing education on the long-term use of medications and
information regarding possible withdrawal symptoms during the process along
with a plan to mitigate them can assist the patient in making an informed
decision about embarking on the process of gradual reduction.
Evidence points to greater likelihood of a patient accepting medication cessation if
the medication reduction is done gradually. So reassure patients “we will take things
slow and easy.”
Scrandis DA, et al. Nurse Pract. 2019;44(2):12-14.

Pennsylvania: Excellent Set of 14 Recommendations
Regarding Benzodiazepines

Prescribing Guidelines for Pennsylvania: Safe Prescribing of Benzodiazepines for Anxiety and Insomnia. October 18, 2016.
www.overdosefreepa.pitt.edu/wp-content/uploads/2016/10/Benzo-for-anxiety-and-insomnia-FINAL-002.pdf. Accessed April 29, 2019.

14-Step Recommendation on Safe Use of Benzodiazepines
STEP 1. Before initiating BZD therapy, perform a thorough

medical history, including personal and family history of substance
use disorder and a thorough assessment of physical health, with
special attention to hepatic, renal, and pulmonary disease.
Practitioners should take particular note of patients with or at risk of
sleep apnea, as the use of BZDs in this patient population
increases the risk of adverse events. Likewise, prescribers should
obtain accurate information regarding other current medications,
especially the use of other centrally-acting sedating medications,
including opioids.
Prescribing Guidelines for Pennsylvania: Safe Prescribing of Benzodiazepines for Anxiety and Insomnia. October 18, 2016.
www.overdosefreepa.pitt.edu/wp-content/uploads/2016/10/Benzo-for-anxiety-and-insomnia-FINAL-002.pdf. Accessed April 29, 2019.

14-Step Recommendation on Safe Use of Benzodiazepines
STEP 2. When there is a history of past substance use disorder, extreme

caution should be exercised before prescribing BZDs, given the increased
potential for dependence or misuse.

STEP 3. When initiating BZD treatment, the prescriber should discuss and
document the risks and potential benefits associated with treatment
(including education about the risk of developing dependence and/or
tolerance) and the intended duration of treatment.
STEP 4. Providers are encouraged to use formalized written treatment
agreements or contracts, which both educate patients about the risks of
BZD use and clarify the expectations of the patients.
Prescribing Guidelines for Pennsylvania: Safe Prescribing of Benzodiazepines for Anxiety and Insomnia. October 18, 2016.
www.overdosefreepa.pitt.edu/wp-content/uploads/2016/10/Benzo-for-anxiety-and-insomnia-FINAL-002.pdf. Accessed April 29, 2019.

14-Step Recommendation on Safe Use of Benzodiazepines
STEP 5. Practitioners should access and document review of data

available through the Prescription Drug Monitoring Program database
prior to the initial prescription and periodically during treatment.

STEP 6. Evidence supports short-term BZD use as best practice. It is

strongly recommended that the prescriptions provided to patients reflect and
endorse this practice, ie, a 10-day supply to relieve situational insomnia
rather than 30 days with refills.

STEP 7. Intermediate to long-acting BZDs, eg, clonazepam, are preferred in the

short-term treatment of anxiety, whereas shorter acting agents, eg, temazepam,
are preferred to facilitate sleep. Low-to-moderate doses should suffice for most of
the clinical situations commonly encountered.
Prescribing Guidelines for Pennsylvania: Safe Prescribing of Benzodiazepines for Anxiety and Insomnia. October 18, 2016.
www.overdosefreepa.pitt.edu/wp-content/uploads/2016/10/Benzo-for-anxiety-and-insomnia-FINAL-002.pdf. Accessed April 29, 2019.

14-Step Recommendation on Safe Use of Benzodiazepines
STEP 8. When initiating BZD treatment to provide symptom relief in the early

phase of treatment of depression or an anxiety disorder, it is essential to educate
the patient about evidence-based, nonpharmacologic treatments available for
that disorder and to facilitate appropriate referrals, eg, for CBT; or to
simultaneously initiate the intended first-line treatment, eg, SSRIs or SNRIs.

STEP 9. Caution should be used in prescribing BZDs to address the insomnia and/or

overwhelming emotions seen in acute grief, as they may suppress and prolong the grieving
process. Sleep hygiene education is essential. Similarly, longer-term use of BZDs to relieve
acute anxiety reactions encountered in PTSD can interfere with the necessary exposure to
and cognitive processing of the trauma that is essential for definitive and lasting symptom
relief. BZDs should not be used for patients with PTSD due to their proven lack of efficacy.
CBT = cognitive-behavioral therapy; PTSD = posttraumatic stress disorder.
Prescribing Guidelines for Pennsylvania: Safe Prescribing of Benzodiazepines for Anxiety and Insomnia. October 18, 2016.
www.overdosefreepa.pitt.edu/wp-content/uploads/2016/10/Benzo-for-anxiety-and-insomnia-FINAL-002.pdf. Accessed April 29, 2019.

14-Step Recommendation on Safe Use of Benzodiazepines
STEP 10. Extreme caution should be used prescribing BZDs for the
elderly, due to the increased risk of adverse reactions such as
confusion, ataxia, and falls.

STEP 11. Extreme caution should also be used during pregnancy or

lactation and specialist consultation sought for pregnant or breastfeeding
patients taking BZDs.

STEP 12. It is important to keep in mind that BZD use can worsen the course

of several conditions, including 1) depression and impulse control disorders on
the behavioral health side; 2) hypoxia associated with asthma, sleep apnea,
COPD, CHF, and other cardiopulmonary disorders on the physical health side;
and 3) fibromyalgia and chronic fatigue syndrome at the interface.
COPD = chronic obstructive pulmonary disease; CHF = congestive heart failure.
Prescribing Guidelines for Pennsylvania: Safe Prescribing of Benzodiazepines for Anxiety and Insomnia. October 18, 2016.
www.overdosefreepa.pitt.edu/wp-content/uploads/2016/10/Benzo-for-anxiety-and-insomnia-FINAL-002.pdf. Accessed April 29, 2019.

14-Step Recommendation on Safe Use of Benzodiazepines
STEP 13. For some patients, eg, those who are intolerant of/or non-

responsive to alternative pharmacotherapy, long-term use of BZDs may be
clinically warranted. Carefully selected patients with anxiety disorders can be
maintained on low-dose regimens for years without adverse effects. Abrupt
discontinuation of such regimens can lead to severe withdrawal symptoms.

STEP 14. Practitioners must note the FDA’s black box warning of BZD

prescribing and opioid prescribing, including those receiving medicationassisted treatment for substance use disorder.

Prescribing Guidelines for Pennsylvania: Safe Prescribing of Benzodiazepines for Anxiety and Insomnia. October 18, 2016.
www.overdosefreepa.pitt.edu/wp-content/uploads/2016/10/Benzo-for-anxiety-and-insomnia-FINAL-002.pdf. Accessed April 29, 2019.

Regarding Benzodiazepine Deprescribing,
No Need for Therapeutic Nihilism
“Studies suggest patients are more amenable to deprescribing if there is a clear
plan for tapering, and if the patients are supported and know what to expect during
the process. In a recent systematic review of interventions to improve
benzodiazepine tapering success, a meta‐analysis of 3 RCTs (779 participants in
total) evaluating tapering combined with patient education demonstrated a
significant increase in the odds of BZRA cessation compared with usual care (odds
ratio, 5.94; 95% CI, 3.99–8.83).”
“Evidence syntheses suggest that successful benzodiazepine
cessation rates ranging between 25% to 85% can be achieved with
gradual tapering strategies.”
Lee JY, et al. Pol Arch Intern Med. 2019;129(1):43-49.

A Proposed Algorithm for Deprescribing Benzodiazepines

Pottie K, et al. Can Fam Physician. 2018;64(5):339-351.

If Benzodiazepines and Z-Drugs
are Being Used for Insomnia:
Some Suggestions …

Pottie K, et al. Can Fam Physician. 2018;64(5):339-351.

Adjunct Medication
to Potentially Use for
Benzodiazepine
Withdrawal

Kaiser Permanente. Benzodiazepine and ZDrug Safety Guideline. January 2019.
https://wa.kaiserpermanente.org/static/pdf/
public/guidelines/benzo-zdrug.pdf.
Accessed April 30, 2019.

Possible Medications to Help with
Benzodiazepine Taper and Withdrawal
Carbamazepine

Valproate
Pregabalin
Gabapentin
Note: Pregabalin and Gabapentin themselves have abuse / dependence risk. Keep this in mind if selecting these agents.
The use of carbamazepine, valproate, pregabalin, and gabapentin for this indication is off-label.
Schweizer E, et al. Arch Gen Psychiatry. 1991;48(5):448-452. Oulis P, et al. Hum Psychopharmacol. 2008;23(4):337-340. Crockford D, et al.
Can J Psychiatry. 2001;46(3):287.

Some Situations Where a Switch to
Longer Half-life Benzodiazepine is Appropriate

Kaiser Permanente. Benzodiazepine and Z-Drug Safety Guideline. January 2019.
https://wa.kaiserpermanente.org/static/pdf/public/guidelines/benzo-zdrug.pdf. Accessed April 30, 2019.

If You Do Decide to Use Another
Benzodiazepine to Taper …
Approximate Dose Equivalent to 5 mg diazepam

Brand names are included in this table for participant clarification
purposes only. No product promotion should be inferred.
Kaiser Permanente. Benzodiazepine and Z-Drug Safety Guideline. January 2019.
https://wa.kaiserpermanente.org/static/pdf/public/guidelines/benzo-zdrug.pdf. Accessed April 30, 2019.

An Important Point to Remember

It is important to distinguish between dependence
and addiction in the context of long-term benzodiazepine use

Starcevic V. Aust N Z J Psychiatry. 2016;50(11):1111-1112.

Clinical Indications for Rapid Discontinuation of
Benzodiazepine and Z-drugs

Kaiser Permanente. Benzodiazepine and Z-Drug Safety Guideline. January 2019.
https://wa.kaiserpermanente.org/static/pdf/public/guidelines/benzo-zdrug.pdf. Accessed April 30, 2019.

Slow is Good! Taper Rates Can Be Individualized
Depending on the Clinical Presentation

Kaiser Permanente. Benzodiazepine and Z-Drug Safety Guideline. January 2019.
https://wa.kaiserpermanente.org/static/pdf/public/guidelines/benzo-zdrug.pdf. Accessed April 30, 2019.

Z-drug Taper Can Be Difficult for a Patient:
4 Different Paths to Success
If patient is established on a Z-drug, choose 1 of these options o Reduce dose by cutting tablets
o Stop Z-drug and start an alternative medication—such as melatonin,
trazodone, or mirtazapine
o Gradually taper the Z-drug by decreasing the number of days per
week
o Switch the Z-drug to lorazepam and then gradually taper
Kaiser Permanente. Benzodiazepine and Z-Drug Safety Guideline. January 2019.
https://wa.kaiserpermanente.org/static/pdf/public/guidelines/benzo-zdrug.pdf. Accessed April 30, 2019.

Safety Measures When Using Benzodiazepines
Titrating Doses
Close Observation
& Follow-up
Proper Screening
Patient Education

Potts NL, et al. Can Fam Physician. 1992;38:149-153.

Benzodiazepine Taper and Withdrawal:
Specific Suggestions
• Recommendations range from reducing the initial BZD
dose by 50% every week or so, to reducing the daily dose
by between 10% and 25% every 2 weeks
• A period of 4-to-6 or 4-to-8 weeks is suitable for withdrawal for
most patients
• If possible, prolonged reductions over a period of many
months should be avoided in order to prevent the
withdrawal treatment from becoming the patient’s “morbid
focus”
Soyka M. N Engl J Med. 2017;376(12):1147-1157.

How to Best Taper Off a Benzodiazepine:

Opposite to Country Western Dance – Quick Quick – Slow Slow!

DOSE

”The early stages of withdrawal are easier
to tolerate than the later and last stages.”

TIME
Lader M. Addiction. 2011;106(12):2086-2109.

When Not to Consider Taper or Withdrawal of
Benzodiazepines
• Those with a severe depressive episode or other major
mental disorder who need BZDs for stabilization
• Some elderly patients—as withdrawal can be difficult to
achieve in some elderly persons with long-term, lowdose dependence on hypnotic agents
• For patients without any motivation for withdrawal
• If complete discontinuation of BZDs is unlikely, one can
attempt to reduce the dose as a harm-reduction strategy

Soyka M. N Engl J Med. 2017;376(12):1147-1157.

Goals for Offering Psychotherapeutic Interventions in
Benzodiazepine Dependence
Psychotherapeutic interventions for long-term BZD
use have 3 goals:
1. Facilitate the withdrawal itself
2. Facilitate further abstinence
3. Treat the underlying disorder

Soyka M. N Engl J Med. 2017;376(12):1147-1157. Lader M, et al. CNS Drugs. 2009;23(1):19-34.

Benzodiazepine Information Coalition

Focus on Psychoeducation and
Cognitive-Behavioral Therapy

Outline for a Brief Education Intervention

US Department of Veterans Affairs. Re-evaluating the Use of Benzodiazepines: A VA Clinician’s Guide.
www.pbm.va.gov/PBM/AcademicDetailingService/Documents/Benzodiazepine_Provider_AD_Educational_Guide.pdf. Accessed April 29, 2019.

Example Interview

US Department of Veterans Affairs. Re-evaluating the
Use of Benzodiazepines: A VA Clinician’s Guide.
www.pbm.va.gov/PBM/AcademicDetailingService/Docum
ents/Benzodiazepine_Provider_AD_Educational_Guide.p
df. Accessed April 29, 2019.

Example Interview (cont’d)

US Department of Veterans Affairs. Re-evaluating the Use of Benzodiazepines: A VA Clinician’s Guide.
www.pbm.va.gov/PBM/AcademicDetailingService/Documents/Benzodiazepine_Provider_AD_Educational_Guide.pdf. Accessed April 29, 2019.

The McGill Experience:

Using Psychoeducation Materials Produces Positive Results

http://criugm.qc.ca/images/stories/les_chercheurs/risk_ct.pdf. Accessed April 29, 2019.

The McGill Experience:
Study Results

261 participants – 86% completed the 6-month follow-up
62% initiated conversation about BZD therapy cessation with
physician and / or pharmacist
At 6-month follow-up, 27% of intervention group discontinued BZDs
At 6-month follow-up, 5% of control group discontinued BZDs
Dose reduction occurred in an additional 11%

Tannenbaum C, et al. JAMA Intern Med. 2014;174(6):890-898.

ALL Patient Profiles Benefitted from
Psychoeducation and a Slow Taper
These factors did NOT
influence BZD therapy
discontinuation:
• Age > 80 years
• Sex
• Duration of use
• Indication for use dose
• Previous attempts to taper
• Concomitant
pharmacotherapy with ≥ 10
drugs/day
Tannenbaum C, et al. JAMA Intern Med. 2014;174(6):890-898.

Model of CBT
What we think affects
how we act and feel

CBT

What we feel affects
what we think and do
What we do affects
how we think and feel

Why Psychoeducation, CBT, and Patient
Empowerment is Critical with Benzodiazepine Taper
 All patients on BZD
should receive
informed consent
information, and be
informed of the
risks and benefits of
all their medications
(including BZDs)
 CBT can increase
self-efficiency
O’Connor K, et al. Clin Psychol Psychother. 2008;15(1):1-14.

Withdrawing/Tapering Using CBT to Improve Outcomes:
A Canadian Experiment
• People with chronic insomnia who had been
taking a BZD every night for > 3 months
• Randomly assigned to CBT plus gradual
tapering or gradual tapering alone; CBT was
provided by a psychologist in 8, weekly, small
group CBT sessions
• Tapering was supervised by a physician, who met
weekly with each participant over an 8-week period
• Main outcome measure was BZD discontinuation,
confirmed by blood screening performed at each of 3
measurement points (immediately after completion of
treatment and at 3- and 12-month follow-ups)
Baillargeon L, et al. CMAJ. 2003;169(10):1015-1020.

CBT Add-On, Short- and Long-Term Results
38%

Discontinuation rate w/o CBT

77%

Discontinuation rate w/ CBT

5.3

OR improvement

At 3 months
Baillargeon L, et al. CMAJ. 2003;169(10):1015-1020.

Results at 12-Month Follow-Up
24%

Discontinuation rate w/o CBT

70%

Discontinuation rate w/ CBT

7.6

OR improvement

Conclusion: CBT is a logical add-on to BZD taper/discontinuation plan
Baillargeon L, et al. CMAJ. 2003;169(10):1015-1020.

CBT and Benzodiazepine Discontinuation
RCT (N=47) designed to compare the efficacy of 3 strategies for discontinuation of BZD treatment.
Outpatients with panic disorder randomized to: 1) Conservative taper program alone, 2) Taper program
plus individual relaxation treatment, or 3) Taper program plus individual exposure-based CBT.

BZD-Free Status at
3-month follow-up

BZD-Free Status at
6-month follow-up

TAU

26.7%

26.7%

TAU + IRT

12.5%

12.5%

TAU + CBT

43.7%

62.5%

Intervention

Adjunctive CBT significantly increased the rates of successful BZD discontinuation
relative to taper alone by the 6-month follow-up
No evidence of a worsening of panic in the CBT group at the post-taper evaluations
TAU = taper as usual; IRT = individual relaxation treatment.
Otto MW, et al. Behav Res Ther. 2010;48(8):720-727.

Even Long-Term Users of Benzodiazepines
Can Be Successfully Deprescribed if Needed
76 older adult outpatients with chronic
insomnia and prolonged use (mean
duration of 19.3 years) of a BZD for sleep
were randomly assigned for a 10-week
intervention consisting of a supervised BZD
withdrawal program (n=25), CBT for
insomnia (n=24), or supervised withdrawal
plus CBT (n=27). All 3 interventions
produced significant reductions in both the
quantity (90% reduction) and frequency
(80% reduction) of BZD use (P<.0001).

Morin CM, et al. Am J Psychiatry. 2004;161(2):332-342.

CBT Augmentation Doubles Successful Outcome
•

61 patients suffering from GAD who had used BZDs for more
than 12 months were randomly assigned to either BZD taper +
CBT, or BZD taper alone

•

Nearly 75% of patients in the CBT condition completely
ceased BZD intake, as compared with 37% in the control
condition

•

Long-term: Results of the 3-, 6-, and 12-month follow-ups
confirmed the maintenance of complete
cessation. Discontinuation rates remained twice as high in
the CBT condition. The number of patients who no longer met
GAD criteria was also greater in the CBT condition

•

The addition of specific CBT components thus seemed to
facilitate BZD tapering among patients with GAD

Gosselin P, et al. J Consult Clin Psychol. 2006;74(5):908-919.

Short-Term Benefits of CBT

Long-Term Benefits of CBT

In Conclusion

In Conclusion Part I:
Benzodiazepines ARE Indeed Effective Medications
Treatment Guidelines do indeed recommend
the judicious use of these medications
Patients often use them without issue and
long-term side effects
Creating a “fear mongering” environment
regarding BZD use ultimately backfires and
patients suffer as a result
Lader M. Addiction. 2011;106(12):2086-2109.

In Conclusion Part II:
But on the Other Hand, Caution is Necessary
“The practical problems with benzodiazepines
have persisted for 50 years, but have been
ignored by many practitioners and almost all
official bodies”
Between 1969 and 1982, diazepam was the
most prescribed drug in America with more
than 2.3 billion tablets sold in 1978
It is clear that official recommendations
concerning the use of these medicines are
widely ignored
Lader M. Addiction. 2011;106(12):2086-2109.

Top 4 Practical Take-Aways
1. Before using BZDs in any patient, a careful short- and long-term
assessment of the risk–benefit is a necessity. Obtain informed
consent, consider a signed contract
2. Data is accumulating that risk of addiction and physical dependence
of this class of medications is higher than originally anticipated
3. If a decision to slowly reduce or stop these medications is made in
conjunction with the patient, there are now several well-studied
pathways available to achieve this goal
4. Some patient truly do need long-term maintenance therapy with
BZDs. Their needs must be respected, and long-term therapy
continued

Resources

Benzodiazepines: How They Work and How to Withdraw
(aka The Ashton Manual)
Medical Research Information from a Benzodiazepine Withdrawal Clinic
• Ashton Manual Index Page
• Contents Page
• Introduction
• Chapter I: The benzodiazepines: what they do
in the body
• Chapter II: How to withdraw from
benzodiazepines after long-term use
• Chapter II: Slow withdrawal schedules
• Chapter III: Benzodiazepine withdrawal
symptoms, acute and protracted
Ashton CH. Benzodiazepines: How They Work And How To Withdraw. August 2002. www.benzo.org.uk/manual/bzcha01.htm. Accessed
April 29, 2019.

