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EDUCATION MODULE 
 

PRESCRIBING OPIOIDS FOR PATIENTS TREATED WITH BENZODIAZEPINES*  
 

This module provides information about concurrent use of opioids and benzodiazepines as a risk factor 
for opioid overdose and specific risk-reduction guidance. It supplements but does not replace the general 
best practices for opioid prescribing presented in the "Considerations for Safe and Responsible Opioid 
Prescribing" module. 

 
Background 
 

1. Chronic pain and mental health disorders are common in the general population and often co-
occur.1,2  
 

2. Depression and anxiety are present in approximately 45% and 25% in patients with chronic pain, 
respectively.3-8 Patients with co-occurring chronic pain and mental health disorders: 

 

a. Have a greater intensity and longer duration of pain, poorer clinical outcomes, and 
increased health care utilization than those without mental health disorders.3,9-11 

b. Are more likely to be treated with opioid analgesics, and are more likely to receive 
higher potency opioids, higher dosages, and/or for longer duration (>90 days) than those 
without mental health disorders.8,12,13 

 

3. Epidemiological and neuroimaging evidence supports a bidirectional relationship between 
chronic pain conditions and mental health disorders that may be mediated in part by shared and 
mutually reinforcing neurobiological mechanisms.10,14 

  

a. Behavioral treatments and certain drug classes, including serotonin-norepinephrine 
reuptake inhibitors, tricyclic antidepressants, and selected anticonvulsants are 
efficacious for chronic pain conditions and mental health disorders; these treatments 
should be considered first-line psychotherapeutic interventions in patients with co-
occurring conditions.14 

 
 
Benzodiazepines and opioid overdose 
 

1. Concurrent use of opioids with other central nervous system (CNS) depressant drugs or 
substances may lead to profound sedation, respiratory depression, coma, and death.15-17 (see 
also: FDA label) 
 

2. CNS depressants that can potentiate opioid-induced respiratory depression and sedation include 
benzodiazepines, non-benzodiazepine sedatives/hypnotics (e.g., zolpidem, zaleplon, zopiclone, 
eszopiclone), barbiturates, muscle relaxants, alcohol, general anesthetics, and certain 
antipsychotics, antidepressants, and anticonvulsants (e.g., gabapentinoids).15-17 (see also: FDA 
label) 

 

http://www.venebio.com/
http://voa.venebio.com/CDS-safe-and-responsible-opioid-prescribing/
http://voa.venebio.com/CDS-safe-and-responsible-opioid-prescribing/
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a. Concurrent use of a benzodiazepine and opioid has been identified in 31% to 61% of U.S. 
and Canadian prescription drug overdose deaths.18-21    

b. Benzodiazepine use in opioid analgesic-users increases the risk of fatal overdose by up to 
10-fold compared to use of opioids alone, particularly at higher opioid dosages.18,22  

 

 
Risk-mitigation interventions to consider when prescribing opioids in patients treated with 
benzodiazepines  
[Refer to the full prescribing information (FDA label) for important product-specific details] 
 

1. The preferred therapies for anxiety disorders include psychotherapy (e.g., cognitive behavioral 
therapy), selective serotonin reuptake inhibitor (SSRI) or serotonin-norepinephrine reuptake 
inhibitor (SNRI) antidepressants, and non-benzodiazepine anxiolytics.23,24  

 

a. Most patients with anxiety disorders should continue pharmacotherapy for at least 12 to 
24 months.23-25  

 

b. Benzodiazepines should be used on a short-term basis only.24 
 

2. Avoid concurrent use of an opioid analgesic and benzodiazepine or other CNS-depressant unless 
alternative treatment options are inadequate or contraindicated.15,16 

 

3. In patients who are concurrently taking a benzodiazepine and an opioid [for analgesia or as 
pharmacotherapy for opioid use disorder (OUD)], prescribe the lowest effective dosages and 
minimum durations of concomitant use. Taper the benzodiazepine (or other CNS depressant) to 
discontinuation if possible (see below).16,26  

 

a. If an opioid analgesic is initiated in a patient already taking a benzodiazepine or other 
CNS depressant, prescribe a lower initial dose of the opioid, and titrate based on clinical 
response.  

 

b. If a benzodiazepine or other CNS depressant is initiated in a patient already taking an 
opioid analgesic, prescribe a lower initial dose of the benzodiazepine or other CNS 
depressant than indicated in the absence of an opioid (except for epilepsy), and titrate 
based on clinical response.  

 

4. For patients receiving OUD pharmacotherapy with methadone or buprenorphine, concurrent use 
of benzodiazepines or other CNS depressants (prescribed or illicit) increases the risk of serious 
adverse reactions including overdose and death. However, OUD pharmacotherapy should not be 
categorically denied to patients taking other CNS depressants. Prohibiting or creating barriers to 
OUD pharmacotherapy can pose an even greater risk of morbidity and mortality due to 
untreated OUD.27 

 

a. Educate patients about the risks of concurrent use of benzodiazepines, sedatives, opioid 
analgesics, or alcohol, and that benzodiazepines are not the treatment of choice for 
anxiety or insomnia. Consider alternative medications and non-pharmacologic 
treatments to address anxiety or insomnia (see below).  

 

http://www.venebio.com/
http://voa.venebio.com/CDS-SUD/
http://voa.venebio.com/CDS-methadone/
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b. Conduct periodic urine drug testing to monitor therapeutic adherence by the presence 
of prescribed controlled medications and to detect undisclosed use of nonprescribed 
controlled medications or illicit drugs.16,17 

 

c. Check the state prescription drug monitoring program (PDMP) data to confirm the 
history of controlled medications and to check for use of multiple prescribers or 
pharmacies, which raise concern for other SUD or diversion. 

 

5. Closely monitor for respiratory depression and over-sedation in opioid-treated patients who are 
taking a benzodiazepine or other CNS-depressant.16,26 

 

a. Advise patients to not drive or operate heavy machinery until the effects of concurrent 
use of the opioid and benzodiazepine or other CNS depressant have been determined. 

 

b. Warn patients and caregivers about the risks of respiratory depression and over-
sedation if opioids are taken with benzodiazepines, alcohol, or other CNS depressants 
(including illicit or recreational drugs). 

 

6. Consider consulting or co-managing with, or referral to, a specialist in pain medicine, addiction 
medicine, or behavioral/mental health for those patients who are treated with concurrent 
opioids and benzodiazepines or other CNS depressants.16 

 

7. Consider prescribing take-home naloxone to an opioid-treated patient who is taking a 
benzodiazepine to reverse life-threatening respiratory depression if an overdose occurs.16 

 
8. Educate the patient, family/household members, and caregivers about signs and symptoms of 

opioid overdose and train them to properly use naloxone if an opioid-related overdose is 
suspected.16 

 

Special considerations: Tapering benzodiazepines (or other CNS depressant medications that are used 
concomitantly with opioids) 
 

1. Benzodiazepine withdrawal entails more risk relative to opioid withdrawal, and tapering opioids 
can be associated with anxiety. In patients treated with both benzodiazepines and opioids who 
require tapering to reduce the risk of overdose, it may be safer and more practical to taper 
opioids first.16 

 

2. Taper benzodiazepines slowly over several months to avoid serious complications including 
seizures, delirium, and emergent anxiety or insomnia.16,28 (see also: Ashton Manual 2013, 
Deprescribing Guidelines and Algorithms) 

 

a. Cognitive behavioral therapy increases the success rate of medication tapering and 
might be particularly helpful for patients struggling with a benzodiazepine taper.16,29  

 

b. Consider consultation with, or referral to, a specialist in pain medicine, addiction 
medicine, or behavioral/mental health for those patients who experience serious 
challenges in tapering.16 

 

http://www.venebio.com/
http://prescribetoprevent.org/
https://store.samhsa.gov/product/Opioid-Overdose-Prevention-Toolkit/SMA16-4742
http://voa.venebio.com/CDS-MME-above-100mg/
https://www.benzo.org.uk/manual/
https://deprescribing.org/
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c. Adjust or pause (for 1 to 2 weeks) tapering as needed to manage withdrawal symptoms. 
Use non-opioid, non-benzodiazepine adjunctive agents, if necessary, such as 
antidepressants, beta-adrenergic antagonists, and non-benzodiazepine treatment 
options for insomnia (see below). If possible, taper the benzodiazepine to 
discontinuation.29 

 

 
Special considerations: Treatment of insomnia  
 

1. Sleep disturbances occur in 50% to 80% of patients with chronic pain. The relationship is 
bidirectional: disturbed sleep can aggravate pain, and pain can interfere with sleep.30 

 

2. Instruction in sleep hygiene practices followed by cognitive behavioral therapy are 
recommended as initial interventions for chronic insomnia.31,32,33  

 

3. If pharmacologic treatment for insomnia is required, avoid benzodiazepines and hypnotic 
medications. Consider low-dose tricyclic antidepressants such as doxepin (3mg to 6mg) or 
trazodone, melatonin, ramelteon, suvorexant, or other non-controlled medications.17,32,33  

 

Additional Resources 
 

*The information presented in this module highlights some fundamental concepts of opioid prescribing 
for adult outpatients. It excludes certain populations (pediatrics, pregnancy, patients with active cancer 
or receiving palliative or end-of-life care) and settings (perioperative, emergency, in-patient). The 
information provided is intended to support safe and effective opioid therapy and minimize serious 
adverse outcomes, particularly overdose. It is not intended to be exhaustive nor substitute for consulting 
a medication’s full prescribing information for complete details and warnings. Links and references to 
selected, more comprehensive clinical and prescribing resources are provided to facilitate safe and 
effective opioid prescribing. 
 

1. FDA-approved drug label information: FDA Online Label Repository or Daily Med (NIH/National 
Library of Medicine) 

2. Ashton Manual: Protocol for the treatment of benzodiazepine withdrawal.(Newcastle University, 
2013) Available at: https://www.benzo.org.uk/manual  

3. Clinical Practice Guideline: Deprescribing benzodiazepine receptor agonists. (Deprescribing.org) 
4. American Academy of Sleep Medicine 
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