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Learning Objectives

Breakdown the changes in benzodiazepine prescribing 
over the past 25 years

1. 

Identify patients at highest risk of benzodiazepine-related side 

effects

Propose a tapering triage process for patients currently 

prescribed benzodiazepines

2. 

3. 

*you could create an ABFM ‘Self-Directed Performance Improvement’ activity for yourself and 9 partners from something like this!



Robert and Mary-patients on Benzodiazepines

Mary: 

clonazepam 

2mg twice daily

Robert: 

alprazolam 

2mg three 

times daily



Commonly Prescribed Benzodiazepines (BZD)

**One of the top three diverted prescription drugs DEA, 2013

alprazolam (Xanax)**

clonazepam (Klonopin)

diazepam (Valium)

temazepam (Restoril)

lorazepam (Ativan)



Most Commonly Prescribed Benzodiazepines

Prescription data source: Medical Expenditure Panel Survey (MEPS) 2014-2023. Agency for Healthcare 

Research and Quality (AHRQ), Rockville, MD. ClinCalc DrugStats Database version 2025.08
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Benzodiazepine Properties

Anxiolytic 

(Anxiety, Panic 

Attacks)

Hypnotic 

(Insomnia, 

Anesthesia)

Anticonvulsive 

(Seizure, EtOH 

w/d)

Muscle 

Relaxant/Spasticity 



Benzodiazepine Use Trends 

Olfsan, 2015

Increased use with age 

2:1 female to male ratio

Pronounced difference in use between sexes

31% of those 65-80 years old

15% of those 18-35 years old 



National Survey on Drug Use & Health, 2025



Benzodiazepine Prescribing Trends 

“It is likely that benzodiazepine 

prescribing is safe for many 

patients, particularly when Rx is 

limited in dose and duration”

- Sallman, 1991 + Kroll, 2016
*emphasis added



“Pharmaceutical marketing is often said 

to be a key cause of the opioid crisis. 

That doesn't explain the deadly rise of 

benzos.”

- Szalavitz, 2018

Marketing? 



On the Other Hand…

“We have all these physicians who have 

been prescribing opioids and benzos 

together for years to tens of millions of 

patients ... [and] maybe don't perceive 

this to be as big a risk."
- Dasgupta, 2016



“Z-drugs”
Sedative-hypnotic sleep aids 

(benzodiazepine-receptor 
agonists) with similar effects to 

benzodiazepines



Commonly Prescribed “Z-drugs” (BZRAs)

eszopiclone (Lunesta) 50k pts

zolpidem (Ambien) 2.4M pts

zaleplon (Sonata) 250k pts

Prescription data source: Medical Expenditure Panel Survey (MEPS) 2014-2023. Agency for Healthcare 

Research and Quality (AHRQ), Rockville, MD. ClinCalc DrugStats Database version 2025.08



Zolpidem Impairment: Levels >50ng/mL

Blood levels >50ng/mL impair driving sufficiently to increase risk 
of MVC

Percentage of Individuals with >50ng/mL 8 Hours After Dose 

Rx Men Women

10 mg zolpidem 3% 15%

10 mg zolpidem ER 25% 33%



Benzodiazepines: Echoes of 
Opioid Overprescribing



Benzodiazepines: Echoes of Opioid 
Overprescribing

Are prescription stimulants following the 
same pattern?



Universal Precautions

Document informed consent and treatment agreement

Discuss a clear plan 

Be explicit about length of Rx 

Don’t initiate co-prescribing of opioids and benzos/sedative 



Controlled Substance Best Practices

Benzodiazepines and Stimulants should 
be treated administratively like opioids 

or any other controlled substance



% of US Adults Filling Benzodiazepine Prescriptions

Bachhuber 2016
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Amount of Benzodiazepine per Rx

Bachhuber 2016



And More Recently?

Silvernail, 2025
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25% decrease

*Z-drug dispensations decreased 50% from the peak in 2014 to 2023 [CMMS data]



Courtesy of NM PMP

Benzodiazepine Doses Dispensed in NM
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Courtesy of NM PMP

Average Percent of Opioid-BZD Co-Prescribing Days
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Key Risks of Benzodiazepines

• Risk of OD when prescribed with opioids

• Major falls (risk increases with age)

• Cognitive dysfunction (“pseudodementia”)

• Decreased efficacy with long term use

● COPD: increased resp suppression, exacerbation & pneumonia

● OSA: increased severity

Kroll, 2016; Prescriber’s Letter 2014

Primary

Additional



0.5% in total population
6% in patients with other SUD

*includes benzo, barbiturates, “z-drugs,” other sedative meds Park, 2018

Prevalence of Sedative-Hypnotic* Use Disorder



27

Past Month Substance Use: Among People Aged 12 or 
Older; 2025

NNR.1

2023 NSDUH-

9% of US adults 

reported past-

year BZD use

15% of those 

reported misuse



Psychotherapy & Behavioral Treatment in 
Place of Benzodiazepines?

Acute relief with 8-10 weeks of focused therapy

Ongoing treatment to maintain and support change

Most effective therapies focus on cognitive & behavioral change



In depth look at 2 population studies 
of benzodiazepine prescribing



First, a Retroactive Study of 
Benzodiazepines Prescribed without 

Concurrent Opioids



Boston Community Study

Kroll, 2016

Just under 66,000 patients

• 44% from PCP

• 56% from specialist

15% prescribed benzo

• Possible overestimation

Counted Rx, not fills



Outcomes for Patients Prescribed a 
Benzodiazepine

MORE PCP Visits

MORE Specialist Visits

MORE ED Visits

MORE Hospitalizations

LONGER LOS
• p< 0.001 for all

Kroll, 2016



Compared to Non-Recipients, Benzodiazepine 
Recipients More Likely to Have…

Kroll, 2016

Depression 2.7

Substance Use 2.2

Tobacco Use 1.7

Osteoporosis 1.6

COPD 1.6

ETOH Use 1.5

OSA 1.5

Asthma 1.5



Kroll, 2016

Patients with higher 

medical co-morbidity 

more likely to receive 

benzodiazepine

Benzodiazepines may 

increase patient’s risk 

of adverse health 

outcomes

Both may be correct



Kroll Study Conclusion-2016

Patients with known risk factors for 
benzodiazepine related-adverse events were 
prescribed benzodiazepines more frequently

Olfson, 2026

72% of persons in fair or poor health treated with 

benzodiazepines received another CNS depressant in 

the same year



Co-Prescribed Benzodiazepines 
and Opioids



Rates of Co-Prescribing Opioids Plus Benzos 

Sun, 2017

Doubled

Patients co-prescribed

opioids & benzos:

• Greater risk of ED visit

• Greater risk of 

hospitalization for drug-

related emergency



Benzodiazepines in Overdose-2021

US OPIOID-INVOLVED OD DEATHS

• 14% also involved 
benzodiazepines

US BZD-INVOLVED OD DEATHS

• 88% also involved opioids

American College of 

Toxicology, 2024.



Benzo

1 + 1   > 2
Opioid Respiratory 

Depression



Opioid + Benzo =

more likely to die from overdose

NIDA

4-10x

(vs. opioid rx alone)



Second, a Cohort Study Looking at Co-
Prescribed Benzodiazepines and Opioids



NC Cohort Study

Dasgupta, 2016

•Nearly 2.2 million patients on opioids

• 80% were co-prescribed benzos

• Mortality rates increased gradually across the range of 

MME’s

• Rates of OD death among those co-dispensed 10x higher 

(7.0 person per year vs. 0.7)



FDA

BLACK BOX WARNINGS

2016-Opioids and benzos when combined can 

result in serious side effects including 

slowed/difficult breathing and death.

2020-Risks of physical dependence, w/d, BZD 

use disorder



Overarching Concepts of Co-Prescribing

First, Don’t Start

Taper, Titrate, Do Not Escalate

Monitor Closely, Reassess Frequently

Warn Patients and Caregivers

Limit Dose and Duration

Co-Prescribe Naloxone



If Benzodiazepine & Opioid Unavoidable:

Be sure to add the third Rx: NALOXONE

*Occurred in <1% of visits when a patient already 

on benzodiazepine was rx’d a new opioid

CDC; Ladapo, 2018



https://aging.rush.edu/wp-content/uploads/2023/10/AGS-

Beers-Pocket-Guide-2023.pdf
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https://eguideline.guidelinece

ntral.com/i/1532950-

benzodiazepine-tapering/0? 

https://www.asam.org/quality-

care/clinical-

guidelines/benzodiazepine-

tapering

2025

“The following medical and 

professional societies 

partnered to develop and 

disseminate this Joint 

Clinical Practice Guideline 

on Benzodiazepine 

Tapering (hereafter referred 

to as the Guideline):

American Academy of 

Family Physicians (AAFP)”

Plus nine more
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https://eguideline.guidelinecentral.com/i/1532950-

benzodiazepine-tapering/0? 
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Equivalent Doses-
Lorazepam Milligram Equivalents

alprazolam 0.5

clonazepam 0.5

diazepam 10

lorazepam 1
*consensus/experiential origins

*starting estimate only



https://www.asam.org/quality-care/clinical-

guidelines/benzodiazepine-tapering

DOSE STRATIFICATIONS

• ‘Low’ 2 LME or 10 DME (diazepam)

• Moderate 3 LME or 11-15 DME

• High >3 LME or >15 DME
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https://eguideline.guidelinecentral.com/i/1532950-

benzodiazepine-tapering/0? 
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Controlled Substance Best Practices
See patient regularly (at least every 90 days if only 1 

controlled substance prescribed, every 30 if op-benz combo) 

Do PMP checks, urine tox screens +/- pill counts 

Monitor efficacy and side effects 

Document, document, document-focus on function

Use standardized screening tools

Know state laws and rules; Follow local policies



Abrupt Benzodiazepine Withdrawal

Rebound 

Anxiety Hallucinations

Seizure

Delirium 

Tremens

Rare 

Death



Initiating Benzodiazepine Taper Conversation

• “I care about your safety…”

• “I am worried…”

• Acknowledge fears: “So you feel…”

• Reassure that many patients do better eventually once off 
benzos, even if they feel briefly worse at first

• Reassure non-abandonment with phrases like “I’ll stick by 
you…”

Acknowledge & Reassure



Co-manage with behavioral health

Involve family & friends

Evidence-based psychotherapy

Offer…

When Tapering Benzodiazepines or Opioids…

Specific antidepressants

Non-benzodiazepine anxiety meds



Tapering Benzodiazepine Notes 

Just introducing topic induces panic in patient

Faster initial, slower later 

Anticonvulsant rx when tapering high doses

Ask patients for input into schedule (give some control)

Once committed it’s okay to pause, but do not reverse taper



Benzodiazepine Prescribing 
Information from the PMP



PMP Reports



PMP Information-My RX Report

*All PHI is fictitious



PMP Information-Patient Report



PMP Information-Patient Report



PMP Information-Prescriber Report



Back to Mary & Robert-Custom PMP Report

Patient 
Last Name

Patient 
First Name

Day of 
Patient 
Birthdate

Day of Filled 
At Generic Name Strength Quantity

Days 
Supply Daily LME Total LME

MARTINEZ ROBERT 10/15/1972 11/26/2025alprazolam 2 mg 84 28 12 336

ROMERO MARY 2/15/1958 12/29/2025clonazepam 2 mg 180 90 8 720

*All PHI is fictitious



Tapering Schedules

• Multiple proposed “slow withdrawal schedules” for 

different products

• 5-10% dose reduction q2-4w

• Might convert to longer-acting product (ages less than 65)

• Lasts 2-12 months or longer

https://alosahealth.org/clinical-topics/benzodiazepines/

https://benzo.org.uk/manual/bzsched.htm

https://benzo.org.uk/manual/bzsched.htm
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Tapering Schedules

https://alosahealth.org/clinical-topics/benzodiazepines/

https://benzo.org.uk/manual/bzsched.htm
https://benzo.org.uk/manual/bzsched.htm
https://benzo.org.uk/manual/bzsched.htm


Hyperbolic/Proportionate Tapering Schedules

• Each reduction is fixed % of most recent dose

• Overtime, the decreases are less

• Yields linear reductions in receptor occupancy

• Final stages of tapering may require liquid formulations 
but this is limited by cost and access challenges

Horowitz, 2026



In Summary…

• Benzodiazepines are not considered safe nor effective for long-term 

use, particularly for anxiety or insomnia

• Risk of death increases 4-10x when benzodiazepines and opioids 

co-prescribed

• ”Z-drugs”, gabapentin/pregabalin, and carisoprodol can also carry 

risks, especially in combination with opioids

• Enlist behavioral health support during tapers

• Prescribe naloxone to all patients co-prescribed benzos and opioids



The “Holy Trinity” of Yore

carisoprodol (Soma)

• Metabolites have anti-

anxiety properties similar to 

benzos’

• From a toxicity standpoint, 

metabolites more closely 

resemble sedative 

properties of phenobarbital

Short-Acting Opioids

Benzos carisoprodol



The “Holy Trinity” of the 2020s

• Increased risk with 
increased number of 
classes of CS

Opioids

Benzos Stimulants
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