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Learning Objectives
• Describe the epidemiology of benzodiazepine 

prescribing and deaths associated with 
benzodiazepine use.

• Discuss clinical controversies associated with 
benzodiazepine prescribing in clinical practice 
(e.g., appropriate indications, duration of 
therapy, medication assisted treatment, etc.).

• Develop a plan for monitoring and safely 
tapering benzodiazepine pharmacotherapy in 
special populations.



Disclosure Statement
• I, Sarah Melton, DO NOT have a financial 

interest/arrangement or affiliation with one or 
more organizations that could be perceived as 
a real or apparent conflict of interest in the 
context of the subject of this presentation. 



Table Talk
• What are the most significant clinical 

challenges you encounter in practice 
regarding benzodiazepine prescriptions?

• What are key practice knowledge/skills you 
would like to further develop with regard to 
helping patients prescribed benzodiazepines?



Describe the epidemiology of benzodiazepine 
prescribing and deaths associated with 
benzodiazepine use.



Prescribing Patterns



Prevalence of BZD Use

• 2:1 women:men
• Increasing use 

with increasing 
age

• Proportion of 
long-term use 
increases with 
age

Olfson M, et al. JAMA Psychiatry, 2015. 72(2): p. 136-42.
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BZD Risks

• Short- and long-term risks

– Accidental overdose (OD): 

combined with other 

sedatives/opioids

– Cognitive impairment

– Depressed mood

– Disinhibition

– Falls/hip fractures

– Tolerance/dependence

– Traffic accidents

While there are 
benefits associated 
with the short-term 
use of BZDs, these 
medications are not 
risk free.  

Maudsley Prescribing Guidelines in Psychiatry 12th Edition. 2015. 

Lugoboni, F, et al., Drug Alcohol Depend, 2014. 142: p. 105-9. 

Gray, SL, et al., J Am Geriatr Soc, 2003. 51(11): p. 1563-70.

Markota M, et al., Mayo Clinic Proc, 2016. 91(11):p. 1632-39.

Rapoport, MJ, et al., J Clin Psychiatry, 2009. 70(5): p. 663-73.



BZDs and Risk of Death

• Increased risk of 
OD death
– Second most 

commonly 
involved, after 
opioids

– OD death rate 
involving 
BZDs is 
increasing

– Opioids 
involved in 
75% of deaths

Bachhuber MA, et al. AJPH, 2016. 106(4):686-8.
Jones, CM, et al. JAMA, 2013. 309(7): 657-659. 
Lembke, A, et al. N Engl J Med 2018; 378:693-695
NIDA. National Center for Health Statistics, CDC Wonder. National Overdose Deaths



BZDs and Cognitive Function
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Impact of long-term (>1 year) use of BZDs on cognitive function

Barker, M.J., et al., CNS Drugs, 2004. 18(1): p. 37-48.
Markota M, et al., Mayo Clinic Proc, 2016. 91(11):p. 1632-39.
Bierman, E.J., et al., Int J Geriatr Psychiatry, 2007. 22(12): p. 1194-200.
Tannenbaum, C., et al., Drugs Aging, 2012. 29(8): p. 639-58.

C
og

ni
tiv

e 
im

pa
irm

en
t w

ei
gh

te
d 

m
ea

n 
ef

fe
ct

 s
iz

e 



BZDs and Substance Use Disorder (SUD)

• Physical dependence within 4 weeks of use
• BZDs are often not the primary substance 

misused; potentially fatal combinations
Guina, J, et al., J Psychiatr Pract, 2015. 21(4): p. 281-303.
Substance Abuse: A Comprehensive Textbook (4th ed.). Baltimore. MD: Lippincott. Williams & Wilkins. 2004. pp. 302-12.
Substance Abuse and Mental Health Services Administration. The TEDS Report: Substance Abuse Treatment Admissions for 
Abuse of Benzodiazepines. Rockville, MD., June 2, 2011.

Patients 
prescribed 
chronic 
BZDs 
become 
physically 
dependent

58-
100% Patients 

newly 
started on 
BZDs 
develop a 
SUD

5-
10%

Patients 
with SUD 
history will 
develop 
BZD use 
disorder

50%



Diagnosis for Sedative, Hypnotic, 
and Anxiolytic Use Disorder
• Continued use of a benzodiazepine despite negative personal 

consequences
• Repeated inability to carry out major functions at work, school, or 

home because of use
• Recurrent use in physically hazardous situations
• Continued use despite recurrent or persistent social or interpersonal 

problems cause or made worse by use
• Tolerance
• Withdrawal
• Using more of the drug or using for a longer time period than intended
• Persistent desire to cut down use or unsuccessful attempts to control 

use
• Spending a lot of time obtaining or using the substance or recovering 

from use



Severity of Dependence Scale

Gossop, M et al. Addiction. 1995; 
90(5):607-14.



Discuss clinical controversies associated with 
benzodiazepine prescribing in clinical practice 
(e.g., appropriate indications, duration of 
therapy, medication assisted treatment, etc.).



BZD Role in Treatment

• Rapidly control symptoms
– Severe anxiety/panic attacks
– Insomnia
– Seizures
– Alcohol or BZD withdrawal

• Short-term (2-4 weeks) treatment per 
guidelines/consensus statements

The Maudsley Prescribing Guidelines in Psychiatry 12th Edition. 2015.

No evidence of 
benefit with 

chronic 
benzodiazepine 
use in insomnia 

or anxiety



BZD Risks
Potential risks often outweigh benefits

High risk populations
• Chronic respiratory 

disease
• Co-administered 

opioids
• Dementia
• Elderly (≥65 years)
• SUD
• Post-traumatic 

Stress Disorder 
(PTSD)

Benefits Risks

Potential for tolerance, withdrawal and SUD

Increased risk of side effects with chronic use

Increased overdose 
risk

Rapid symptom 
relief



Black Box Warning



Opioids and BZDs

• BZDs involved in 
~30% of opioid-
related OD deaths

• Risk of OD death 
increases with 
BZD daily dose

Greater 
pain; lower 

self-
efficacy

Higher 
doses of 
opioids

Greater 
mental 
health 

comorbidity

Increased 
substance 

misuse

Increased 
use of 

emergency 
health care

Bachhuber MA, et al. AJPH, 2016. 106(4):p. 686-8.
Jones, CM, et al, JAMA, 2013. 309(7): p. 657-9.
Nielsen, S, et al., Pain Med, 2015. 16(2): p. 356-66.

Chronic opioid 
therapy 

+ 
BZDs



SUD and BZDs
• SUD is a chronically relapsing disorder 
• History of sedative-hypnotic, alcohol, or any 

other SUD increases risk of developing BZD 
misuse or use disorder

• BZD overdoses are often not fatal unless in 
combination with sedative agents with a 
different pharmacological mechanism, such 
as opioids or alcohol

The American Psychiatric Publishing Textbook of Substance Abuse 
Treatment (5th ed.). Arlington, VA: American Psychiatric Publishing. 2015.



Use in the Older Population

The Maudsley Prescribing Guidelines in Psychiatry 12th Edition. 2015. 
Markota M, et al., Mayo Clinic Proc, 2016. 91(11):p. 1632-39.
American Geriatrics Society. J Am Geriatr Soc, 2015. 63(11): p. 2227-46.
Glass, J., et al., BMJ, 2005. 331(7526): p. 1169.
Wang, P.S., et al., Am J Psychiatry, 2001. 158(6): p. 892-8.
Paterniti, S., et al., J Clin Psychopharmacol, 2002. 22(3): p. 285-93.

Falls Hip 
Fractures

Sedation Cognitive 
Impairment

BZD use in 
the elderly 
has been 

associated 
with at least 

a 50% 
increase in 
the risk of 

hip fracture



Use in the Older Population

• Three times more prevalent in older adults 

• Approximately 25% of long-term use is in 

patients ≥ 65 years of age

• Prescribers underestimate risks of BZDs in 

geriatric patients

– “A stable dose means it is safe and effective”

– “Attempts to discontinue will fail”

Cook JM, et al., J Gen Intern Med, 2007. 22(3): p. 303–7.

Olfson M, et al., JAMA Psychiatry, 2015. 72(2): p. 136–42.

Markota M, et al., Mayo Clinic Proc, 2016. 91(11):p. 1632-39.



Use in the Older Adult - Insomnia

≥ 60 years old + sedative 
hypnotics including BZDs
• 3x increase: dizziness, 

loss of balance, falls
• 4x increase: residual 

morning sedation
• 5x increase: memory 

loss, confusion, 
disorientation

Glass, J., et al., BMJ, 2005. 331(7526): p. 1169.
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Use in Dementia

• Increased risk of health-related complications 
and hospitalizations

• Aggravated cognitive deterioration
• Higher risk of falls
• Aspiration
• Death
• Paradoxical agitation
• No evidence of improved sleep quality

American Geriatrics Society. J Am Geriatr Soc, 2015. 63(11): p. 2227-46.
Defrancesco M, et al., Int J Neuropsychopharmacol, 2015. 18(10): p. pyv055. 



Use in PTSD

BZD

Increased 
PTSD 

severity

Increased 
aggression

Increased 
risk of 

depression
Increased 

risk of 
substance 

use

Decreased 
efficacy of 

trauma 
focused 

psychotherapy

Difficult 
withdrawal

• Ineffective for 
treatment and 
prevention

• Worse long-term 
outcomes

• Contraindicated

Guina J, et al., J Psychiatr Pract, 2015. 21(4): p. 281-303.
VA/DoD PTSD Practice guidelines, 2010.
Braun P, et al., J Clin Psychiatry, 1990. 51(6): p. 236–8.
Risse SC, et al., J Clin Psychiatry, 1990. 51(5): p. 206–9. 
Elbogen EB, et al., Br J Psychiatry, 2014. 204: p. 368–75. 
Shin HJ, et al., J Trauma Stress, 2012. 25(6): p. 649–56. 



BZD in Medication Assisted 
Treatment (MAT)

https://ireta.org/wp-content/uploads/2018/03/Benzo-infographic-Final.pdf



BZD Use in MAT

https://ireta.org/wp-content/uploads/2018/03/Benzo-infographic-Final.pdf



BZD Use in MAT

https://ireta.org/wp-content/uploads/2018/03/Benzo-infographic-Final.pdf



BZD Use in MAT

• FDA September 2017 advisory

– Opioid addiction medications buprenorphine and 

methadone should not be withheld from patients 

taking benzodiazepines or other drugs that 

depress the central nervous system (CNS)

– Advised several precautions

https://www.fda.gov/downloads/Drugs/DrugSafety/UCM576377.pdf



BZD Use with MAT: Precautions
• Educate patients about the serious risks of 

combined use, including overdose and death, that 
can occur with BZDs even when used as prescribed, 
as well as when used illicitly

• Develop strategies to manage the use of prescribed 
or illicit BZDs when starting MAT

• Taper the BZD to discontinuation if possible
• Verify the diagnosis if a patient is receiving 

prescribed BZDs for anxiety or insomnia, and 
considering other treatment options 

https://www.fda.gov/downloads/Drugs/DrugSafety/UCM576377.pdf



BZD Use with MAT: Precautions
• Recognizing that patients may require MAT 

medications indefinitely and their use should 
continue for as long as patients are benefiting 
and their use contributes to the intended 
treatment goals

• Coordinating care to ensure other prescribers 
are aware of the patient’s buprenorphine or 
methadone treatment

• Monitoring for illicit drug use, including urine 
or blood screening



Use in Chronic Respiratory Disease

BZDs may adversely impact respiration

Sleep apnea

• Significantly 

lower minimum 

oxygen levels 

during the night

Chronic obstructive 
pulmonary disease 

• Increase the 

risk of 

outpatient 

respiratory 

exacerbations 

and emergency 

room visits 

General 
population  

• Associated  

with increased 

risk of 

community-

acquired 

pneumonia

Obiora E, et al., Thorax, 2013. 68(2): p. 163-70. 

Vozoris NT, Expert Rev Respir Med,  2014. 8(6): p. 661-3. 

Rodriguez-Roisin R, et al.,  Eur Respir J, 2014. 44(2): p. 284-6.



Table talk

• What do you see as the most common 
barrier to tapering BZDs? Consider from 
perspective of patient, prescriber, 
pharmacist, family.



Develop a plan for monitoring and safely 
tapering benzodiazepine pharmacotherapy in 
special populations.



Discontinuation is Possible!

Curran, HV, et al., Psychol Med, 2003. 33(7): p. 1223-37.

High success rates with various interventions
• 60-80% discontinuation rates in various studies

Patients ≥ 65 years old on chronic BZDs for insomnia 



Brief Educational Intervention

• Medication review

• Risk/benefits

• Readiness 
assessment

• Provision of a 
withdrawal 
schedule

• Education about 
BZD use

Brief intervention versus care as usual:
Comparison of BZD discontinuation at 6 and 

12 months

Vicens C, et al., Br J Psychiatry, 2014. 204(6): p. 471-9.
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Brief Educational Intervention
• Explore and acknowledge perceived benefits 

and harms 
• Allow patient to express his/her concerns
• Explain risks of continued use (disinhibition, 

ineffectiveness, loss of mental acuity) and 
benefits of stopping 

• If previous unsuccessful attempts, explain that 
it is worth trying again  

Screening for Drug Use in General Medical Settings Resource Guide. National 
Institute on Drug Abuse, 2010.



Brief Educational Intervention

Advise

• Provide 
medical 
advice 
about risks 
of long-
term use

Assess

• Patient's 
readiness to 
discontinue

Assist

• Patient 
making 
change by 
providing 
written 
taper 
schedule

Screening for Drug Use in General Medical Settings Resource Guide. National 
Institute on Drug Abuse, 2010.



Direct-to-Consumer Education
EMPOWER Trial
• 8 page booklet

• Self-assessment regarding risk of use
• Evidence of harms
• Drug interactions
• Peer success stories
• Alternative treatment options
• Tapering protocols
• Encouragement to discuss taper with prescriber

Tannenbaum C, et al., JAMA Intern Med, 2014. 174(6):p 890-8.



Direct-to-Consumer Education

EMPOWER Trial
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Tannenbaum C, et al., JAMA Intern Med, 2014. 174(6):p 890-8.
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BZD Taper

• 2006 Cochrane review

– Evidence does not support switching to longer-

acting BZD

– Withdrawn 2013; deemed out of date

• No newer data to support or refute

• Converting to longer-acting agent may 

decrease withdrawal effects

– Lower dose of original then switch

Denis C, et al., Cochrane Database Syst Rev, 2006.(3):CD005194.

VA/DoD, SUD practice guidelines, 2015.



BZD Taper
• Slow, gradual taper is 

preferred (3-6 months)
– Successful cessation in ~2/3 

of patients
• Review potential withdrawal 

effects
– Can occur after 4-6 weeks of 

continuous use
– Occurs within 1-7 days
– Can last 4-14 days

VA/DoD, SUD practice guidelines, 2015.

Slowly tapering can lessen 
symptoms and promote 

successful discontinuation

Withdrawal

Rebound

Recurrence



Best Practices when Tapering
• Provide patient with clear written instructions 

for taper 
• Discuss how prescription will be written, quantity 

provided and appropriate refill date 
• Consider having patient sign a treatment 

agreement including information on 
consequences related to early refill requests, 
prescriptions from other providers, or misuse of 
other substances 

CPNP Pharmacists Toolkit: Benzodiazepine Tapering. Available at https://cpnp.org/guideline/benzo



Best Practices when Tapering

• Converting to a long-acting agent for the 
duration of the taper may mitigate withdrawal 
symptoms compared with short-acting agents
• Staying at a dose for longer than expected is 

acceptable, but do not increase the dose once a 
taper has started 

• Avoid “as needed” use of benzodiazepines during 
the taper 

• Provide 7-14 day supply of medication 

CPNP Pharmacists Toolkit: Benzodiazepine Tapering. Available at  https://cpnp.org/guideline/benzo



Best Practices when Tapering

• Obtain urine drug testing prior to starting taper 
and periodically thereafter 
– Repeat urine drug testing if noticeable changes in 

behavior are noted, the patient misses follow-up 
appointments, or requests early refills 

– Monitor for use of other substances to replace 
benzodiazepine or manage withdrawal symptoms

– Monitor Gamma-Glutamyl Transferase (GGT) for 
alcohol use 

CPNP Pharmacists Toolkit: Benzodiazepine Tapering. Available at https://cpnp.org/guideline/benzo



Best Practices when Tapering

• Urine drug testing utility to monitor adherence with BZD 
prescription or diverted BZDs is limited
– Alprazolam, lorazepam and clonazepam may not be 

detected by the urine drug screening 
– Cutoff concentrations may be too high to detect usual 

doses of more potent benzodiazepines such as 
alprazolam, triazolam and clonazepam 

– Short-acting agents may only be detected in urine for 1 to 
3 days 

– False-positive results may be caused by sertraline, 
efavirenz or oxaprozin

CPNP Pharmacists Toolkit: Benzodiazepine Tapering. Available at  https://cpnp.org/guideline/benzo



BZD Withdrawal Syndrome

Beyond Benzodiazepines Updated Edition 2010. Available from: 
https://www.benzo.org.uk/amisc/reconnexion10.pdf 



BZD Withdrawal

Maudsley Prescribing Guidelines in Psychiatry 12th Edition. 2015. 

Psychological

• Anxiety/irritability
• Decreased memory 

and concentration
• Delusions and 

hallucinations
• Depersonalization
• Depression
• Insomnia/nightmares

Physical

• Flu-like symptoms
• Gastrointestinal 

disturbance
• Paresthesia
• Seizures
• Stiffness
• Visual disturbances
• Weakness



Protracted BZD Withdrawal

Symptoms Usual Course
Anxiety Gradually diminishing over a year

Insomnia Gradually diminishing over 6-12 months

Depression A few months; responds to 

antidepressants

Cognitive impairment Gradually improving but may last a year 

or more and occasionally incomplete

Perceptual symptoms

Tinnitus

Paresthesia – tingling, numbness, pain        

Gradually receding, but may last at least 

a year and persist indefinitely

Motor symptoms

Muscle pain, weakness, tension, painful 

tremor, jerks, blepharospasm

Gradually receding, but may last at least 

a year and persist indefinitely

Gastrointestinal Gradually receding, but may last at least 

a year and persist indefinitely

TheResourceSiteforInvoluntaryBenzodiazepineTranquilliserAddiction,Withdrawal&Recovery[Internet].[cited 

2018 Oct 24]. Available from: https://benzo.org.uk/ 



BZD Equivalence and Tapering
BZD dosage equivalents and taper schedules

BZD Agent Approximate 
Dosage 

Equivalents

Elimination 
Half-Life (may 
include active 
metabolites)

Example Taper Schedules

Chlordiazepoxide 25 mg > 100 hours Shorter taper (e.g. 3 months)
• Reduce dose by 50% the first 

2-4 weeks (e.g. 25% weekly)
• Maintain on that dose 1-2 

months
• Reduce dose by 25% every 

two weeks

Longer taper (e.g. 6 months)
• 10-25% every 4 weeks

Diazepam 10 mg > 100 hours

Clonazepam 1 mg 20 – 50 hours

Lorazepam 2 mg 10 – 20 hours

Alprazolam 1 mg 12 – 15 hours 

Temazepam 15 mg 10 – 20 hours 

VA/DoD, SUD practice guidelines, 2015.



BZD Taper

• Provide written instructions for taper schedule
• Allow for flexibility of taper schedule

• Extra doses 
• Slower taper

• Add other treatments if clinically appropriate
• If discontinuation cannot be achieved, 

reduction in dose is still valuable

Maudsley Prescribing Guidelines in Psychiatry 12th Edition. 2015. 
VA/DoD, SUD practice guidelines, 2015.



Cognitive Behavioral Therapy (CBT) –
Panic Disorder
• Taper versus Taper plus CBT x 10 weeks
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CBT - Insomnia
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• Older adults
• Chronic insomnia
• Prolonged BZD use

• 3 intervention groups
• 10 weeks
• Significant reduction 

in all groups
• Quantity 90%
• Frequency 80%

Morin CM, et al., Am J Psychiatry, 2004. 161(2): p. 332-42.



Sleep hygiene
• Do not read or watch television in bed
• Try to get up in the morning and go to bed at 

the same time every day
• Get exercise during the day, but not within 3 

hours of going to bed
• Avoid consuming nicotine, caffeine, and 

alcohol
• Keep a sleep diary to better understand the 

disruptive sleep patterns



Medication Augmentation
Limited and conflicting information

• Double-blind RCT (n=40; 4 week taper)
• Trend toward superiority in reducing withdrawal symptoms
• No significant difference at 12 weeks

Carbamazepine

• CRM 2 mg vs. placebo (n=92)
• No difference in number of non-users at 6 months
• BZD doses significantly higher in CRM group at 6 months

Controlled-release 
melatonin (CRM)

• Prospective, uncontrolled, observational study (n=282); 52% 
success rate; improvement in withdrawal and anxiety symptoms

• Double-blind, placebo-controlled randomized controlled trial; not 
enough patients to detect clinical significance

Pregabalin

Schweizer E, et al., Arch Gen Psychiatry, 1991. 48:p 448-52. 
Lähteenmäki R, et al., Br J Clin Pharmacol, 2013. 77(6):p 975-85. 
Bobes J, et al., European Psychiatry, 2012. 27:301-7.
Hadley SJ, et al., J Psychopharmacol, 2012. 26(4):p 461-70.



Patient Specific Withdrawal Protocol

• Determine risk vs. benefit
• Provide education and discuss patient 

concerns
• Devise a gradual taper schedule

– Continue current medication or switch to longer-
acting agent

– Provide written schedule
– Allow flexibility if withdrawal symptoms occur



Patient Specific Withdrawal Protocol

• Treat underlying diagnosis if symptoms 
emerge
– Antidepressants for anxiety or PTSD
– Sedating antidepressants for insomnia
– Buspirone for anxiety

• Offer appropriate psychotherapy 
– CBT- insomnia
– CBT- anxiety
– Trauma-focused





Conclusion

• High prevalence of potentially inappropriate 
use of BZDs

• Identify high risk patients
– Concurrent opioid
– Elderly
– Dementia
– PTSD
– Chronic respiratory disease



Conclusion

• Medication review, consultation 
(risks/benefits), assessment of patient 
readiness, provision of a withdrawal schedule 
and education about BZD use

Brief Educational 
Intervention

• Letters designed to promote cognitive 
dissonance (e.g. EMPOWER trial)

• Increases success of discontinuation by three 
fold

Direct-to-
Consumer 
Education

• Psychotherapy and/or pharmacotherapy 
aimed at addressing underlying pathologyAugmentation

Successful withdrawal is possible!



Table Talk
• A patient with panic disorder has been treated 

with alprazolam 1 mg 4 times daily for the 
past 15 months along with sertraline 200 mg 
daily. The prescriber contacts you to get 
advice about how to taper the alprazolam. 
What do you suggest as an appropriate 
tapering schedule? (Available tablet sizes 
include 0.25 mg, 0.5 mg, 1 mg, 2 mg) 



Helpful Resources
• College of Psychiatric and Neurologic 

Pharmacist Toolkit: Benzodiazepine Taper

https://cpnp.org/guideline/benzo



Helpful Resources

https://www.jpshealthnet.org/sites/default/files/prescribing_and_tapering_benzodiapines.pdf



Helpful Resources

https://www.jpshealthnet.org/sites/default/files/prescribing_and_tapering_benzodiapines.pdf



Helpful Resources

The Ashton Manual https://www.benzo.org.uk/manual/



Helpful Resources
EMPOWER booklet

http://www.criugm.qc.ca/fi
chier/pdf/BENZOeng.pdf

http://www.criugm.qc.ca/fichier/pdf/BENZOeng.pdf


Questions and Discussion
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