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OBJECTIVES  

• Review the epidemiology of prescribing benzodiazepines  

• Describe reported harm related to benzodiazepines 

• Review the epidemiology of co-prescribing benzodiazepines and 
opioids  

• Review the terminology of Protracted Withdrawal of 
Benzodiazepines. 
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100 MILLION OF THESE PEOPLE 
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AND THEY ARE ALL DIFFERENT 

7 



MANY SOLUTIONS WE NEED ARE NOT AVAILABLE 
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WE REALLY NEED A BETTER MOUSETRAP 
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IT’S TOUGH TIME TO TREAT PAIN, TOO. 
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IMPACT OF UNRELIEVED PAIN 



PAIN AND ANXIETY DISORDERS  

• Pain is still the number one reason why people seek medical care. 

• A high prevalence of chronic pain is observed among the general 
adult population, and associations between chronic pain and mental 
disorders are frequent. 

• Psychological comorbidities are common in patients with chronic low 
back pain and studies have also shown a high prevalence of 
depression, anxiety and other psychological condition 

• Pain patients who have an anxiety disorder report significantly worse 
pain and health-related quality of life than patients without a 
disorder. 

Kroenke K, Outcalt S, et al. Association between anxiety, health-related quality of life and functional 
impairment in primary care patients with chronic pain. General Hospital Psychiatry, 2013 



BENZODIAZEPINES AS POTENTIAL ANALGESIC AGENTS 

• Classical belief is that they function at the GABAA receptor  

• Theory of novel receptor subtype-selective compounds   

• Benzodiazepines are drugs typically prescribed for the treatment of 
neurological and/or psychological conditions, including anxiety, 
insomnia and seizure disorders1. 

• Insufficient evidence to support meaningful direct analgesic 
properties  

• Are often co-administered with opioids  

 

 
13 

https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm518697.htm 



MYTHS AND FACTS ABOUT  
BENZODIAZEPINES AND Z-DRUGS 

14 Adapted from:  http://www1.nyc.gov/assets/doh/downloads/pdf/chi/chi-35-2.pdf 

MYTH FACTS 

Benzodiazepines are first-line treatment for anxiety 

• May be used for 2-4 weeks to treat severe symptoms of anxiety disorder, 
ideally while waiting for the full effect of other treatment options 5-7,10,12  

• Diminish in effectiveness beyond 4-6 weeks. 6,7,9 

Benzodiazepines are first-line treatment for insomnia. 

• May provide short-term(1-2 weeks) symptomatic relief for severe insomnia 2,6-

8,11,12 while other treatment modalities are being implemented. 5-7,10,12 

• May result in rebound insomnia once stopped.8 

• Do not appear to be effective for chronic insomnia or late-night insomnia,2,5, 
experienced more commonly by older adults. 5 

Low-dose benzodiazepines are not a problem 

• Benzodiazepine use can result in physical dependence at any dose with 
prolonged use.5,13 

• May be misused to prevent perceived or anticipated withdrawal rather than 
for their originally intended purpose. 13 

Z-Drugs (e.g.: zolpidem, zaleplon) are totally safe 

• Bind to GABA receptors, similar to benzodiazepines. 5,11,14 

• Are not recommended for long-term use. 11 

• Offer little safety benefit compared with benzodiazepines especially in older 
adults.2,6,11,14 

• Increase risk for falls in older adults. 1,5 



COMMONLY USED BENZODIAZEPINES AND Z-DRUGS 

15 http://www1.nyc.gov/assets/doh/downloads/pdf/chi/chi-35-2.pdf 



U.S. POPULATION OVER 75 YEARS OLD  
PROJECTED TO DOUBLE BY 2030 

Source:  U.S. Census Bureau, National Population Projections 
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ADVERSE EFFECTS OF BENZODIAZEPINES IN THE ELDERLY 
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 Benzodiazepines may contribute to psychomotor impairment and increase the risk of falls and 
automobile accidents ( Cumming et al.,2003) 
 

 Psychomotor impairment is characterized by 
 slowed reaction time and 
diminished speed and accuracy for motor tasks 

 
 Several studies showed evidence for increased risk of hip fracture [50% increase risk] and recurrent 

falls among elderly patients taking benzodiazepines 
 

 The risk of falls has been associated with sudden increases in dosage and with continuous use of 
benzodiazepines (Cumming et al.,2003) 
 

 BZDs with shorter half-lives appear to be no safer than longer half-life agents (Pierfitte et al.,2001) 



CDC DATA  

• Opioid pain relievers and benzodiazepine sedatives are commonly 
prescribed in the United States. They are frequently prescribed to the 
same patient.  

 

• Overprescribing of opioid pain relievers (OPR) can result in multiple 
adverse health outcomes, including fatal overdoses. Interstate 
variation in rates of prescribing OPR and other prescription drugs 
prone to abuse, such as benzodiazepines, might indicate areas where 
prescribing patterns need further evaluation. 
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https://www.cdc.gov/mmwr/index.html 



ADVERSE EVENTS OF CO-PRESCRIBING – 
BLACK BOX WARNING 

The U.S. Food and Drug Administration is requiring class-wide 
changes to drug labeling, including patient information, to help 
inform health care providers and patients of the serious risks 
associated with the combined use of certain opioid medications 
and benzodiazepines. 

19 https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm518697.htm 

Risks From Concomitant Use With Benzodiazepines Or Other CNS Depressants 

Concomitant use of opioids with benzodiazepines or other central nervous system (CNS) 
depressants, including alcohol, may result in profound sedation, respiratory depression, 
coma, and death. Reserve concomitant prescribing for use in patients for whom alternative 
treatment options are inadequate, limit dosages and durations to the minimum required, 
and follow patients for signs and symptoms of respiratory depression and sedation. 

 



WARNINGS AND PRECAUTIONS  

Risks due to Interactions with Benzodiazepines or Other Central Nervous System 
Depressants 

Profound sedation, respiratory depression, coma, and death may result from the 
concomitant use of BELBUCA® with benzodiazepines or other CNS depressants (e.g., 
non-benzodiazepine sedatives/hypnotics, anxiolytics, tranquilizers, muscle 
relaxants, general anesthetics, antipsychotics, other opioids, alcohol). Because of 
these risks, reserve concomitant prescribing of these drugs for use in patients for 
whom alternative treatment options are inadequate.  
 
If the decision is made to prescribe a benzodiazepine or other CNS depressant 
concomitantly with an opioid analgesic, prescribe the lowest effective dosages and 
minimum durations of concomitant use. Follow patients closely for signs and 
symptoms of respiratory depression and sedation. 
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EPIDEMIOLOGY OF BENZODIAZEPINE USE 



EMERGENCY DEPARTMENT (ED) VISITS INVOLVING 
BENZODIAZEPINES: ALONE OR IN COMBINATION WITH OPIOIDS OR 
ALCOHOL, BY YEAR AND DRUG COMBINATION  

22 https://www.samhsa.gov/data/sites/default/files/DAWN-SR192-BenzoCombos-2014/DAWN-SR192-BenzoCombos-2014.pdf 

Patients aged 12 and older from 2005 to 2011 



TOP FIVE DRUGS INVOLVED IN OVERDOSE DEATHS 
IN THE UNITED STATES, 2010 AND 2014  

23 Warner M et al. (2016) Nat’l Vital Stats Report 65(10):1-15 



EPIDEMIOLOGY OF BENZODIAZEPINE USE 

24 

Number of Adults Filling a Benzodiazepine Prescription, Quantity Filled, and 
Overdose Deaths Involving Benzodiazepines: United States, 1996–2013 
Am J Public Health  2016 April; 106(4): 686–688. 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4816010/


ADVERSE EVENTS OF CO-PRESCRIBING, 
NOTABLY DRUG OVERDOSE 

“It is nothing short of a public health crisis when you see a 
substantial increase of avoidable overdose and death related to 
two widely used drug classes being taken together,”  

    FDA Commissioner Robert Califf, M.D. 

25 https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm518697.htm 



BIG PICTURE PRACTICES TO IMPROVE 
BENZODIAZEPINE PRESCRIBING! 
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WHAT HAVE WE LEARNED FROM OPIOID EFFORTS 
• Board educational awareness is needed 
• All stakeholders need to be activity involved when creating safe use 

initiatives 
 

 
 
 

• Use the KISS Principle  
 
 
 
 
 

• Appropriate prescribing and Appropriate consummation  
 

21 
https://www.cdc.gov/drugoverdose/index.html 



Legal/Regulatory: ? Reschedule,? Required REMS? 
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? ? 
? ? 

? ? 

? 
? 

Unique set of clinical, ethical, and legal dilemmas 



RESEARCH IS NEEDED 

Basic science: the identification of separable key functions of GABAA receptor subtypes and their 

potential role 

 

Clinical Science: The role of benzodiazepines used to self-medicate the consequences of that abuse.  

 

Practical: Benzodiazepines suffer from guilt by association? 

 

Societal: Co-prescribing with opioids present significant risks.  

29 



HOW TO PRESCRIBE BENZODIAZEPINES JUDICIOUSLY 

30 http://www1.nyc.gov/assets/doh/downloads/pdf/chi/chi-35-2.pdf 

Provide appropriate first-line treatment for anxiety and insomnia. 
 
If benzodiazepines are clinically indicated: 
 

 Fully assess your patient, 
 
 Prescribe the lowest effective dose for the shortest duration- no more than 2 

to 4 weeks, 
 
 Talk to your patient about the benefits and risks of benzodiazepine treatment, 
 
 Avoid co-prescribing with opioids or others CNS depressants because of the 

risk of fatal respiratory depression 



PROVIDER DECISION SUPPORT 

31 http://www1.nyc.gov/assets/doh/downloads/pdf/chi/chi-35-2.pdf 



PATIENT RESOURCES 

32 http://www1.nyc.gov/assets/doh/downloads/pdf/chi/chi-35-2.pdf 



BE AWARE  

33 
http://www1.nyc.gov/assets/doh/downloads/pdf/chi/chi-35-2.pdf 



DISCONTINUING BENZODIAZEPINE TREATMENT 

• Avoid abrupt discontinuation of benzodiazepines because it can lead 
to severe and potentially life-threatening withdrawal symptoms, 
especially among patients who have taken benzodiazepines for a 
prolonged period. 

 

• Take the following measures to taper the dosage safely:  
 Determine and agree on a gradual dose reduction plan with your patient 

(Resources for Providers: Dose Reduction Plans).  
 Set realistic goals with the patient based on the dosage and duration of 

benzodiazepine use. 
 Closely monitor the patient for signs of withdrawal and adjust the taper 

schedule as clinically indicated. 
 Consider counseling or cognitive behavioral therapy for patients who have a 

substance use disorder or for whom withdrawal might cause substantial 
anxiety 

 

• Be aware that protracted benzodiazepine withdrawal can occur.  

34 http://www1.nyc.gov/assets/doh/downloads/pdf/chi/chi-35-2.pdf 



PROTRACTED BENZODIAZEPINE WITHDRAWAL  

•   Prolonged Withdrawal Syndrome  

•   Chronic Withdrawal Syndrome  

•   Extended Withdrawal Syndrome  

•   Lingering Withdrawal Symptoms  

•   Post Withdrawal Syndrome  

•   Late Withdrawal  

•   Post-use Syndrome  

•   Protracted Abstinence  

•   Sobriety Symptoms  

•   Subacute Withdrawal Syndrome  
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SUMMARY  

• Insufficient evidence to support meaningful direct analgesic properties  
and are often co-administered with opioids to pain patients.  

 

• Benzodiazepines are a leading cause of drug related overdose and when 
used with opioids, alcohol, and other CNS depressants can be fatal. 

 

• Benzodiazepines need to be prescribed judiciously.  

 

• Stakeholder need to learn lessons from the opioid crisis.  

 

• Additional research is needed to better understand benzodiazepine 
withdrawal syndrome and its variants.  
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THANK YOU  


