
IS BENZODIAZEPINE USE BEING OVERLOOKED DURING THE OPIOID EPIDEMIC? 

MONTHLY CLINICAL UPDATE

Recently, I've seen an increase in the number of requests for a prescription benzodiazepine by the patients that I am 
treating.  Are there any concerning trends regarding the rate at which benzodiazepines are prescribed or abused?

Though the Opioid Epidemic has captured the attention of the public, a similarly concerning trend involving increased  
availability, use, misuse, and abuse of benzodiazepines is occurring simultaneously.  Providers must be aware of the  
dangers associated with the use of benzodiazepines, especially in patients that are concomitantly using other licit or  
illicit central nervous system (CNS) depressants.

The Opioid Epidemic has dominated headlines for the past few years.  Numerous organizations, including, but not 
limited to, the National Institute of Health (NIH), the National Institute on Drug Abuse (NIDA), the Centers for 
Disease Control and Prevention (CDC), and the U.S. Food and Drug Administration (FDA) are actively researching and 
developing strategies to combat the Opioid Epidemic.  Thus far, the steps taken to curtail overprescribing and abuse of 
opioids appear to be having a positive impact on the Opioid Epidemic.  That being said, consideration should be given to 
expanding these best practices to another class of CNS depressants, benzodiazepines.  Benzodiazepines have been on 
the market since 1960 and are prescribed to treat a variety of medical conditions, including generalized anxiety disorder, 
epilepsy, and insomnia.1  There are twelve benzodiazepines available in the U.S.  Though all have unique pharmacokinetic 
properties, with some carrying highly specific indications, each drug has a relatively similar adverse effect profile.  One 
of the most common side effects associated with this drug class is CNS depression, which is discussed in greater detail 
below. The risk for adverse effects secondary to benzodiazepine use becomes much greater when used in combination 
with other substances capable of potentiating common side effects of this class of drugs.2

Despite little national attention, the growth in benzodiazepine prescribing is startling.  From 1996-2013, there was 
a 67% increase in the number of prescriptions filled for benzodiazepines, in addition to a three-fold increase in the 
quantity dispensed per prescription.3   An upsurge in availability coincided with an increase in the number of opioid co-
prescriptions, benzodiazepine-related medical expenditures, and overdose deaths involving this class of medications.4-9  
These findings garnered the attention of the FDA, which issued new black box warnings in 2016 that implore providers 
to use extreme caution when treating patients concomitantly with opioids and other CNS depressants.10  Despite these 
alerts, a review of internal data demonstrated that out of nearly 90,000 urine, blood, and oral fluid samples submitted 
to Aegis® in May 2018 for testing of both benzodiazepines and opioids, 16.5% reflected recent ingestion of at least one 
medication from both classes, a prevalence rate substantiated by findings from other laboratories.11,12

As the rates of patient-reported adverse events and abuse associated with benzodiazepine use continue to rise, healthcare 
providers must be able to recognize common side effects of benzodiazepines.13,14 An overview of adverse effects, as well as 
the short- and long-term risks associated with benzodiazepine use can be seen below: 

Q:

A:
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COMMON ADVERSE EFFECTS 
ASSOCIATED WITH ROUTINE USE15

SHORT-TERM RISKS 
ASSOCIATED WITH USE16

LONG-TERM RISKS ASSOCIATED 
WITH USE17

Cognitive disorder Increased risk of falls Depression
Confusion Overdose Emotional blunting
Dysarthria Suicide Ataxia

Incoordination Vehicle crashes Aggression
Lightheadedness Irritability

Memory impairment Nervousness
Sedation Sedation

Somnolence Cognitive impairment
Fatigue

Drug withdrawal seizure
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There are a few recently published perspectives of healthcare professionals that shed light on best practices for managing 
patients that are chronically prescribed these medications.18,19 Implementation of improved educational programs 
regarding the dangers of chronic benzodiazepine use for both patients and providers is a common thread amongst these 
publications.  Additionally, authors draw attention to the importance of utilizing prescription drug monitoring programs 
(PDMPs) to assess for the use of dangerous drug combinations. Though most states require healthcare providers to 
review PDMPs at the initiation of opioid therapy and periodically throughout treatment, there is often less structure and 
consistency in these requirements in relation to prescribing and dispensing of benzodiazepines. Finally, for those patients 
where treatment with benzodiazepines is either no longer medically necessary or too risky, discontinuation of the drug 
using an appropriate taper and transition to an alternative therapy may be warranted.20 While it is well understood that 
abrupt cessation of benzodiazepines should be avoided, it does not appear that a consensus exists on the most effective 
pharmacological therapy available to assist in safe and effective discontinuation.21 

The data discussed above demonstrates a concerning trend in the rate at which benzodiazepines are prescribed and used 
by the general public. Due to the propensity for serious adverse effects to occur secondary to the use of benzodiazepines, 
especially when taken simultaneously with other CNS depressants, providers must remain keenly aware of what 
medications their patients are using. Medication compliance testing can be an effective means to determine if patients 
are taking prescribed or non-prescribed benzodiazepines with or without other CNS depressants. Benzodiazepines tested 
at Aegis include:

PARENT DRUG MAY BE DETECTED AS THRESHOLD
Chlordiazepoxide (Reported as 
“Benzodiazepine Metabolites”)

Nordiazepam
Oxazepam

50 ng/ml

Clorazepate (Reported as 
“Benzodiazepine Metabolites”)

Nordiazepam
Oxazepam

50 ng/ml

Diazepam (Reported as “Benzodiazepine 
Metabolites”)

Nordiazepam
Temazepam
Oxazepam

50 ng/ml

Temazepam (Reported as 
“Benzodiazepine Metabolites”)

Temazepam
Oxazepam

50 ng/ml

Oxazepam (Reported as 
“Benzodiazepine Metabolites”)

Oxazepam 50 ng/ml

Alprazolam Alprazolam
Alpha-hydroxy-alprazolam

50 ng/ml

Clonazepam 7-amino-clonazepam 50 ng/ml
Lorazepam Lorazepam 50 ng/ml
Flurazepam 2-hydroxy-flurazepam 50 ng/ml



Please call our clinical scientists at 1-877-552-3232 if you require additional information.

NOTICE: The information above is intended as a resource for health care providers. Providers should use their 

AUGUST 2018   |   Copyright © 2018 Aegis Sciences Corporation All Rights Reserved

REFERENCES: 
1. Samonte PRV, Vallente RUP. Benzodiazepine. Salem Press; 2015.
2. Lader M. Benzodiazepine harm: how can it be reduced? British Journal of Clinical Pharmacology. 2014;77(2):295-301.
3. Bachhuber MA, Hennessy S, Cunningham CO, Starrels JL. Increasing Benzodiazepine Prescriptions and Overdose Mortality in 

the United States, 1996-2013. Am J Public Health. 2016;106(4):686-688.
4. Gorevski E, Bian B, Kelton CM, Martin Boone JE, Guo JJ. Utilization, spending, and price trends for benzodiazepines in the US 

Medicaid program: 1991-2009. Ann Pharmacother. 2012;46(4):503-512.
5. Sun EC, Dixit A, Humphreys K, Darnall BD, Baker LC, Mackey S. Association between concurrent use of prescription opioids 

and benzodiazepines and overdose: retrospective analysis. BMJ. 2017;356:j760.
6. Hall AJ, Logan JE, Toblin RL, et al. Patterns of abuse among unintentional pharmaceutical overdose fatalities. JAMA. 

2008;300(22):2613-2620.
7. Gomes T, Mamdani MM, Dhalla IA, Paterson JM, Juurlink DN. Opioid dose and drug-related mortality in patients with 

nonmalignant pain. Arch Intern Med. 2011;171(7):686-691.
8. Bjornaas MA, Teige B, Hovda KE, Ekeberg O, Heyerdahl F, Jacobsen D. Fatal poisonings in Oslo: a one-year observational study. 

BMC Emerg Med. 2010;10:13.
9. Zamparutti G, Schifano F, Corkery JM, Oyefeso A, Ghodse AH. Deaths of opiate/opioid misusers involving dihydrocodeine, UK, 

1997-2007. Br J Clin Pharmacol. 2011;72(2):330-337.
10. FDA warns about serious risks and death when combining opioid pain or cough medicines with benzodiazepines; requires its 

strongest warning. Food and Drug Administration Web site. http://www.fda.gov/downloads/Drugs/DrugSafety/UCM518672.pdf. 
Accessed December 8, 2016.

11. Aegis Sciences Corporation.  Healthcare testing profile results for May 2018; Unpublished data.
12. McClure FL, Niles JK, Kaufman HW, Gudin J. Concurrent Use of Opioids and Benzodiazepines: Evaluation of Prescription Drug 

Monitoring by a United States Laboratory. J Addict Med. 2017;11(6):420-426.
13. Calcaterra SL, Severtson SG, Bau GE, et al. Trends in intentional abuse or misuse of benzodiazepines and opioid analgesics and 

the associated mortality reported to poison centers across the United States from 2000 to 2014. Clin Toxicol (Phila). 2018:1-8.
14. Paulozzi LJ, Strickler GK, Kreiner PW, Koris CM, Centers for Disease C, Prevention. Controlled Substance Prescribing Patterns-

-Prescription Behavior Surveillance System, Eight States, 2013. MMWR Surveill Summ. 2015;64(9):1-14.
15. Product Information: alprazolam oral tablets, alprazolam oral tablets. Greenstone Ltd, Peapack, NJ, 2006.
16. Dowell D, Haegerich TM, Chou R. CDC Guideline for Prescribing Opioids for Chronic Pain - United States, 2016. MMWR 

Recomm Rep. 2016;65(1):1-49.
17. Barker MJ, Greenwood KM, Jackson M, Crowe SF. Cognitive effects of long-term benzodiazepine use: a meta-analysis. CNS 

Drugs. 2004;18(1):37-48.
18. Limandri BJ. Benzodiazepine Use: The Underbelly of the Opioid Epidemic. J Psychosoc Nurs Ment Health Serv. 2018;56(6):11-15.
19. Lembke A, Papac J, Humphreys K. Our Other Prescription Drug Problem. N Engl J Med. 2018;378(8):693-695.
20. Welsh JW, Tretyak V, McHugh RK, Weiss RD, Bogunovic O. Review: Adjunctive pharmacologic approaches for benzodiazepine 

tapers. Drug Alcohol Depend. 2018;189:96-107.
21. Baandrup L, Ebdrup BH, Rasmussen JO, Lindschou J, Gluud C, Glenthoj BY. Pharmacological interventions for benzodiazepine 

discontinuation in chronic benzodiazepine users. Cochrane Database Syst Rev. 2018;3:CD011481.


