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Therapeutic Management of Nonhospitalized Adults With 
COVID-19
Last Updated: April 8, 2022

Several therapeutic options are now available for the treatment of nonhospitalized adults with mild 
to moderate COVID-19 who are at high risk of disease progression. A number of factors affect the 
selection of the best treatment option for a specific patient. These factors include the clinical efficacy 
and availability of the treatment option, the feasibility of administering parenteral medications (i.e., 
remdesivir), the potential for significant drug-drug interactions (e.g., those associated with the use of 
ritonavir-boosted nirmatrelvir [Paxlovid]), and the regional prevalence of variants of concern (e.g., the 
regional prevalence of the Omicron BA.2 subvariant may affect which anti-SARS-CoV-2 monoclonal 
antibodies [mAbs] can be used for treatment).

Figure 1 outlines the COVID-19 Treatment Guidelines Panel’s (the Panel) recommendations for using 
these therapeutic interventions outside the hospital inpatient setting.
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The FDA EUA states that molnupiravir is not recommended for use in pregnant patients due to concerns 
about the instances of fetal toxicity observed during animal studies. However, when other therapies are 
not available, pregnant people with COVID-19 who are at high risk of progressing to severe disease 
may reasonably choose molnupiravir therapy after being fully informed of the risks, particularly if they 
are beyond the time of embryogenesis (i.e., >10 weeks’ gestation). The prescribing clinician should 
document that a discussion of the risks and benefits occurred and that the patient chose this therapy. 

People who engage in sexual activity that may result in conception should use effective contraception 
during and following treatment with molnupiravir.

Dexamethasone
The Panel recommends against the use of dexamethasone or other systemic glucocorticoids to 
treat outpatients with mild to moderate COVID-19 who do not require hospitalization or supplemental 
oxygen (AIII). There is currently a lack of safety and efficacy data on the use of these agents, and 
systemic glucocorticoids may cause harm in these patients. Patients who are receiving dexamethasone 
or another corticosteroid for other indications should continue therapy for their underlying conditions 
as directed by their health care providers (AIII). 

In the RECOVERY trial, dexamethasone was shown to reduce mortality in hospitalized patients 
with COVID-19 who required supplemental oxygen.21 Nonhospitalized patients who did not require 
supplemental oxygen were not included in this trial. The Panel recommends against the use of 
dexamethasone or other systemic glucocorticoids in this population, as there are no clinical trial data 
to support their use (AIII). 

Dexamethasone was stopped at the time of hospital discharge during the RECOVERY trial. For 
hospitalized patients with COVID-19 who do not require supplemental oxygen after discharge, the Panel 
recommends against the continuation of dexamethasone (AIIa). 

In some cases, adult patients are deemed to be stable enough to be discharged from the inpatient setting 
even though they still require supplemental oxygen. This practice was likely uncommon during the 
RECOVERY trial; therefore, there is insufficient evidence to recommend either for or against the 
continued use of dexamethasone after hospital discharge in patients who require supplemental oxygen. 
The use of corticosteroids can lead to adverse events (e.g., hyperglycemia, neuropsychiatric symptoms, 
secondary infections), which may be difficult to detect and monitor in an outpatient setting. If a patient 
continues to receive corticosteroids after discharge, consider continuing corticosteroids for the duration 
of supplemental oxygen. However, the total duration of corticosteroid use should not exceed 10 days 
(including days during hospitalization). Only patients who showed good tolerance to this therapy prior 
to discharge should continue to receive corticosteroids after discharge, and these patients should receive 
oximetry monitoring and close follow-up through telehealth, visiting nurse services, or in-person visits.

In rare cases, patients with COVID-19 who require supplemental oxygen and hospital admission may 
need to be discharged from the ED due to scarce resources (e.g., in cases where hospital beds or staff 
are not available). For these patients, the Panel recommends using dexamethasone 6 mg PO once daily 
for the duration of supplemental oxygen (dexamethasone use should not exceed 10 days) with careful 
monitoring for adverse events (BIII). These patients should receive oximetry monitoring and close 
follow-up through telehealth, visiting nurse services, or in-person visits.

Other Agents That Have Been Studied or Are Under Investigation for Use in 
Outpatients With COVID-19 

•	 The Panel recommends against the use of chloroquine or hydroxychloroquine with or without 
azithromycin (AI), lopinavir/ritonavir, and other HIV protease inhibitors (AIII) for the 
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outpatient treatment of COVID-19. 
•	 The Panel recommends against the use of antibacterial therapy (e.g., azithromycin, 

doxycycline) for the outpatient treatment of COVID-19 in the absence of another indication 
(AIII).

•	 Other agents have undergone or are currently undergoing investigation in the outpatient setting. 
For more information, please refer to the sections of the Guidelines that address:
•	 Antiviral agents, such as ivermectin and nitazoxanide 
•	 Convalescent plasma
•	 Immunomodulators, such as colchicine, fluvoxamine, and inhaled corticosteroids
•	 Supplements, such as vitamin C, vitamin D, and zinc

•	 The Panel recommends against the use of anticoagulants and antiplatelet therapy for the 
prevention of venous thromboembolism or arterial thrombosis unless the patient has other 
indications for the therapy or is participating in a clinical trial (AIIa). For more information, see 
Antithrombotic Therapy in Patients With COVID-19.

•	 Health care providers should provide information about ongoing clinical trials of investigational 
therapies to eligible outpatients with COVID-19 so they can make informed decisions about 
participation (AIII). 

Concomitant Medication Management

In general, a patient’s usual medication and/or supplement regimen should be continued after the 
diagnosis of COVID-19 (see Considerations for Using Concomitant Medications in Patients With 
COVID-19). Angiotensin-converting enzyme inhibitors, statin therapy, nonsteroidal anti-
inflammatory drugs, and oral, inhaled, and intranasal corticosteroids that are prescribed for 
comorbid conditions should be continued as directed (AIII). Patients should be advised to avoid the use 
of nebulized medications in the presence of others to avoid potential aerosolization of SARS-CoV-2.22 In 
patients with HIV, antiretroviral therapy should not be switched or adjusted for the purpose of preventing 
or treating SARS-CoV-2 infection (AIII). For more information, see Special Considerations in People 
With HIV.

When a patient is receiving an immunomodulating medication, the prescribing clinician should 
be consulted about the risks and benefits that are associated with a temporary dose reduction or 
discontinuation. These risks and benefits will depend on the medication’s indication and the severity of 
the underlying condition.

Patients who use a continuous positive airway pressure (CPAP) device or a bilevel positive airway 
pressure (BiPAP) device to manage obstructive sleep apnea may continue to use their machine. As with 
nebulizers, patients should be advised to use the device only when they are isolated from others.

Use of Concomitant Medications With Ritonavir-Boosted Nirmatrelvir (Paxlovid)
Ritonavir-boosted nirmatrelvir is one of the preferred agents for the treatment of mild to moderate 
COVID-19 in nonhospitalized patients who are at risk of clinical progression. It has the potential for 
significant and complex drug-drug interactions with concomitant medications, primarily due to the 
ritonavir component of the combination. Boosting with ritonavir, a strong CYP3A inhibitor, is required 
to increase the exposure of nirmatrelvir to a concentration that is effective against SARS-CoV-2. 
However, ritonavir may also increase concentrations of certain concomitant medications, thereby 
increasing the potential for serious and sometimes life-threatening drug toxicities. Additionally, 
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ritonavir is an inhibitor, inducer, and substrate of various other drug-metabolizing enzymes and/or drug 
transporters. 

Before prescribing ritonavir-boosted nirmatrelvir, clinicians should carefully review the patient’s 
concomitant medications, including over-the-counter medicines, herbal supplements, and recreational 
drugs. Clinicians should refer to resources such as the Liverpool COVID-19 Drug Interactions website, 
the Ritonavir-Boosted Nirmatrelvir (Paxlovid) section, and the EUA fact sheet for ritonavir-boosted 
nirmatrelvir for guidance regarding potential drug-drug interactions. 
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