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Background

Increased risk of contracting COVID-19 and developing more severe symptoms

Patients with a diagnosis of substance use disorder (SUD) within the past year had a higher risk of
contracting COVID-19 and worsened outcomes (p<10-30)1,

People who are fully vaccinated against COVID-19 and have a SUD appear to be at higher risk for
breakthrough infections than people without a SUD.

* Risk of breakthrough infection for vaccinated individuals with opioid use disorder (OUD) was
significantly higher (7.1%) than for vaccinated individuals without a SUD (3.6%), (p<0.001) 2.

Patients with a diagnosis of OUD within the past year had the highest risk of contracting COVID-19 of
any SUD type and were eight times more likely to develop COVID-19 than those without a SUD
diagnosis [Cl 8.411-8.997]".

Proposed mechanisms for worsened outcomes in patients with OUD include socioeconomic factors,
effects of chronic opioid use upon multiple organ systems, immunosuppression, and drug-drug
interactions34.

COVID-19 impacts multiple organ systems that are also impacted by OUD>.

Therefore, treatment considerations for patients hospitalized for OUD and COVID-19 may need to be
tailored beyond the sum of standard approaches for each iliness alone.

PubMed was reviewed to determine the current evidence regarding management of patients hospitalized
for COVID-19 infection in the context of OUD and opioid detoxification. Searches were conducted utilizing
key words such as “opioid,” “detox,” “withdrawal,” “COVID,” “COVID-19,” and “Sars-Cov-2.” Relevant
articles published from January 2020 through March 2021 were reviewed for inclusion. A narrative review
format was deemed appropriate given the scarcity of literature available on this topic.

A. Opioid Use and COVID-19 Complications»>14

System COVID-19 Considerations Opioid Use Disorder Treatment Considerations

Considerations

Respiratory Cough, shortness of breath, Respiratory depression, increased risk of Monitor CBC with differential, monitor pulse
pneumonia, hypoxia, acute respiratory hypoxia oximetry, and obtain chest x-ray and/or

distress syndrome additional imaging studies (CT)

Cardiovascular Arrhythmias, heart failure,

myopericarditis, acute cardiac injury

Arrhythmias, coronary artery disease,
myocardial infarction

Obtain EKGs with more frequent monitoring,
obtain BMP and correct any electrolyte
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Patients with a diagnosis of OUD within the past one
year had the highest risk of COVID-19 of any SUD

type.

Patients with a diagnosis of OUD within the past one
year were found to be eight times more likely to
develop COVID-19 than those without a SUD
diagnosis [Cl 8.411-8.997].

Individuals with OUD are at higher risk of requiring
hospitalization for COVID-19 infection and are at
higher risk for death than those without OUD
(p<0.0001)".

Medically managed opioid withdrawal complicated by
a COVID-19 infection puts patients at a high risk of
numerous complications that should be closely
monitored+-12.

In considering treatment options for OUD and COVID-

19, providers should be cautious regarding risks
associated with combining multiple QT-prolonging

agents. Special attention should also be given to drug-

drug interactions that can alter metabolism of
buprenorphine and/or methadone.

To our knowledge, this represents the first narrative
review discussing the challenges and clinical

« A number of recently investigated pharmacotherapies for COVID-19 may result in QT-interval prolongation
or altered metabolism of methadone or buprenorphine?.
For COVID-19 patients receiving multiple QT-prolonging agents, the standardization of pre and post-
treatment EKG monitoring is key. May consider replacing methadone with buprenorphine?.
Of note, the only FDA-approved drug for COVID-19 is remdesivir, an anti-viral agent, which underscores the
iImportance of combining experimental COVID-19 pharmacotherapies and treatments for OUD with caution.
Naltrexone may be associated with less interactions when considering concurrent COVID-19 therapies.

B-1.) QT-prolonging Medications B-2.) Altered metabolism of MTD or BUP

Methadone Methadone + chloroguine (both CYP2D6 substrates,
Increasing serum levels of methadone when co-
administered)

Methadone + lopinavir/ritonavir (L/R) (Lopinavir induces
methadone metabolism; methadone concentrations are
reduced by 50% by administration of L/R)

Chlorogquine/Hydroxychloroquine

Azithromycin Buprenorphine + favipiravir (favipiravir is a CYP2C8
Inhibitor; therefore, co-administration with buprenorphine

may increase buprenorphine levels and effects)

DIScusSsIon

« While psychiatrists are generally knowledgeable regarding the treatment considerations and strategies for
OUD and opioid withdrawal syndrome (OWS), co-morbid infection with COVID-19 may be associated with
additional complications.

* Itis crucial that primary medicine teams and mental health physicians alike are well-versed in understanding
the effects of COVID-19 infection superimposed upon opioid use disorder (including OWS, opioid overdose,
and medication assisted treatments for opioid use disorder) across multiple body systems, as well as the
potential implications for symptom monitoring, treatment, and management.
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Central Nervous Headache, dizziness, ataxia, seizures, Cerebral perfusion abnormalities,
Impaired consciousness, delirium

Gastrointestinal Nausea, vomiting, diarrhea
cramping

Renal Acute kidney injury Acute kidney injury

Hematologic / Hypercoagulability, hyperimmune
Immunologic response

Dampened immune response

epilepsy, polyneuropathy, unsafe gait

Nausea, vomiting, diarrhea, abdominal Gl symptoms associated with COVID-19
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Monitor mental status, monitor for fall risk,
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early intervention
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