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Opioids, benzodiazepines, and COVID-19: A recipe for risk

Opioids and benzodiazepines are two of the leading causes of
adverse drug events (ADEs), both during hospitalization and in the
posthospitalization period.>? While they have clear indications for
management of severe pain and anxiety, these medications have
significant risks, including side effects, dependence, and over-
dose.>* Pre-existing respiratory illness is a well-known risk factor
for opioid- and benzodiazepine-related ADEs.>® In this issue of the
Journal of Hospital Medicine, Delaney et al.” report the results of
a retrospective observational study investigating the rates of
opioid and benzodiazepine prescribing among opioid- and
benzodiazepine-naive patients hospitalized for COVID-19 across
39 Michigan hospitals. Although the rates of opioid and benzodi-
azepine prescribing on discharge have been quantified previously,
this is the first study to identify prescribing patterns among
hospitalized patients with COVID-19. This study provides critical
insights into the prescribing patterns of two drugs that have a high
risk of adverse events, especially in patients with respiratory
illness.

First, they found that among patients admitted with COVID-19,
almost 1 in 4 receives an opioid and more than 1 in 10 receive a
benzodiazepine during hospitalization. Although the rates of discharge
prescriptions for these medications were lower (8% and 3%, respectively),
these rates are nontrivial when considering that over 30 million adults are
hospitalized in the United States each year. On a positive note, these
rates of prescribing, both during hospitalization and on discharge, are
notably lower than that which has been demonstrated for non-COVID-19
hospitalizations,®’ suggesting that physicians may be appropriately wary
of prescribing these medications in this population. It is also possible,
however, that patients hospitalized with COVID-19 simply have less pain
and anxiety than those hospitalized with non-COVID-19-related illness.
Intense focus on opioid prescribing in the context of the ongoing opioid
crisis may also have contributed to the lower rates of prescribing
observed in this analysis compared to prior analyses. Lack of comparison
to a concurrently hospitalized non-COVID-19 population, or a population
with other respiratory illness, would have provided important information
on how these rates of prescribing compare to more current opioid and
benzodiazepine prescribing for non-COVID-19 illness.

Several additional limitations must be considered when
extrapolating the results of this study. First, this is a single-state
study. As the authors note, Michigan has specific legislations in
place that limit the duration of opioid prescriptions. The sample
size is also relatively small (<200) for both opioid and benzodiaze-
pine groups. Additionally, the authors defined naive as not having
received opioids or benzodiazepines in the 30 days prior to

hospitalization. Since these medications are often prescribed on an

as-needed basis, this could have resulted in inclusion of patients
who were not truly opioid- or benzodiazepine-naive, which could
have falsely elevated the rate of “new” initiation. Perhaps most
importantly, the authors were unable to evaluate the indication or
appropriateness of prescribing due to the nature of the data set
and study design. Some patients admitted with COVID-19 might
also have had other conditions for which receipt of opioids would
have been clinically appropriate.

In conclusion, the study provides insight into the surprisingly high
prevalence of opioid and benzodiazepine exposure in hospitalized
patients with COVID-19. Although these rates are concerning, they are
lower than the rates in pre-COVID-19 hospitalized patients, providing
some glimmer of hope that physicians are more judicious in this
population than otherwise. Further studies examining the reasons for
use of these medications in this patient population are necessary,
however, to truly understand whether there are opportunities to
reduce inappropriate use of these high-risk medications in patients with

respiratory illness.

ACKNOWLEDGMENTS
Dr. Herzig was funded by grant number RO1HS026215 from the
Agency for Healthcare Research and Quality. Dr. Kasanagottu was
funded by grant number T32HP32715 from the Health Resources
and Services Administration.

CONFLICTS OF INTEREST
The authors declare no conflict of interest.

Koushik Kasanagottu MD y
Shoshana J. Herzig MD, MPH

Department of Medicine, Harvard Medical School,
Beth Israel Deaconess Medical Center,
Division of General Medicine, Boston, Massachusetts, USA

Correspondence

Koushik Kasanagottu, MD, Department of Medicine,

Harvard Medical School, Beth Israel Deaconess Medical Center,
Division of General Medicine, 1309 Beacon Street, 2nd Floor,
Brookline, MA 02446, USA.

Email: kkasanag@bidmc.harvard.edu; Twitter: @KoushikKasana

ORCID
Koushik Kasanagottu ") http://orcid.org/0000-0001-8597-5680

Shoshana J. Herzig "= http://orcid.org/0000-0001-8005-4727

580 © 2022 Society of Hospital Medicine

wileyonlinelibrary.com/journal/jhm

J. Hosp. Med. 2022;17:580-581.


http://orcid.org/0000-0001-8005-4727
www.twitter.com/KoushikKasana
http://orcid.org/0000-0001-8005-4727
mailto:kkasanag@bidmc.harvard.edu
http://orcid.org/0000-0001-8597-5680
http://orcid.org/0000-0001-8005-4727
https://wileyonlinelibrary.com/journal/jhm

EDITORIAL

Journal of 581

REFERENCES

1.

Lucado J, Paez K, Elixhauser A. Medication-Related Adverse
Qutcomes in U.S. Hospitals and Emergency Departments, 2008.
HCUP Statistical Brief #109. Agency for Healthcare Research and
Quality, Rockville, MD. April 2011. Accessed May 2022. http://
www.hcup-us.ahrqg.gov/reports/statbriefs/sb109.pdf

Kanaan AO, Donovan JL, Duchin NP, et al. Adverse drug events
after hospital discharge in older adults: types, severity, and
involvement of Beers Criteria Medications. J Am Geriatr Soc.
2013;61(11):1894-1899.

Johnson B, Streltzer J. Risks associated with long-term benzodiaze-
pine use. Am Fam Physician. 2013;88(4):224-226.

Okie S. A flood of opioids, a rising tide of deaths. N Engl J Med.
2010;363(21):1981-1985.

Herzig SJ, Stefan MS, Pekow PS, et al. Risk factors for severe opioid-
related adverse events in a National Cohort of Medical Hospitaliza-
tions. J Gen Intern Med. 2020;35(2):538-545.

Chen SJ, Yeh CM, Chao TF, et al. The use of benzodiazepine
receptor agonists and risk of respiratory failure in patients with

Hospital Medicine

chronic obstructive pulmonary disease: a nationwide population-
based case-control study. Sleep. 2015;38(7):1045-1050.

Delaney LD, Bicket MC, Hu HM, et al. Opioid and benzodiazepine
prescribing after COVID-19 hospitalization. J Hosp Med. 2022;17:
539-544. doi:10.1002/jhm.12842

Calcaterra SL, Yamashita TE, Min SJ, Keniston A, Frank JW,
Binswanger IA. Opioid prescribing at hospital discharge contributes
to chronic opioid use. J Gen Intern Med. 2016;31(5):478-485.
Lagnaoui R, Moore N, Longy-Boursier M, Baumevieille M, Begaud B.
Benzodiazepine use in patients hospitalized in a department of internal
medicine: frequency and clinical correlates. Pharmacoepidemiol Drug
Saf. 2001;10(6):531-535.

How to cite this article: Kasanagottu K, Herzig SJ. Opioids,
benzodiazepines, and COVID-19: A recipe for risk.
J Hosp Med. 2022;17:580-581. doi:10.1002/jhm.12889


http://www.hcup-us.ahrq.gov/reports/statbriefs/sb109.pdf
http://www.hcup-us.ahrq.gov/reports/statbriefs/sb109.pdf
https://doi:10.1002/jhm.12842
https://doi.org/10.1002/jhm.12889



