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Quarterly COVID-19 Updates 

An Interview With Cassandra Calabrese, DO 
Recorded on July 11, 2022 
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What are the currently circulating variants of concern and what do we know 

about their behavior? 

 
CASSANDRA 
CALABRESE, DO 

 
The landscape of the currently circulating variants of concern, the omicron 
sublineages, change from day to day. At present, the BA4 and BA5 subvariants 
have taken over in most parts of the United States. We have been dealing with 
these subvariants since the beginning of December 2021, and fortunately they 
seem to cause milder illness in most cases.  
 
We are facing some waning vaccine effectiveness and the potential for immune 
evasion. If you had COVID-19 or were vaccinated, you could potentially be infected 
or reinfected with one of these variants that have a predilection for evading the 
immune response. But fortunately, many of these cases remain mild in vaccinated 
persons who were expected to mount a good response. 
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Can you provide an overview of any COVID-19 therapies with a new FDA 
approval or emergency use authorization? 

 
CASSANDRA 
CALABRESE, DO 

 
Baricitinib, which had been in use under an emergency use authorization (EUA) for 
managing severe COVID-19 in inpatients, received FDA approval for hospitalized 
adults with COVID-19 requiring supplemental oxygen, noninvasive or invasive 
mechanical ventilation, and all the way up through extracorporeal membrane 
oxygenation. Tocilizumab is also being used in the inpatient setting.  
 
Remdesivir, the intravenous antiviral that works somewhat similarly to 
molnupiravir by blocking RNA polymerase, is now authorized for use in outpatients 
as well. It’s given as a 3-day course for nonhospitalized patients with mild to 
moderate COVID-19.  Adults and pediatric patients (aged ≥28 days and weighing 
≥3 kg) with positive results on direct SARS-CoV-2 viral testing are eligible to receive 
this medication if they are hospitalized or are not hospitalized but have high risk 
for progression to severe COVID-19, including hospitalization or death. 
 
Nirmatrelvir copackaged with ritonavir continues to be used under an EUA for 
adults and children aged ≥12 years and weighing ≥40 kg. However, molnupiravir is 
only authorized for use in adults.  
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What is the current status regarding the EUAs and indications for COVID-19 
monoclonal antibody therapies? 

 
CASSANDRA 
CALABRESE, DO 

 
The antispike monoclonal antibodies for treatment and prevention of COVID-19 
also continue to change. Currently, bebtelovimab is the only available antispike 
monoclonal antibody that is effective against the currently circulating variant of 
concern. Bebtelovimab is intended for treating outpatients with mild-to-moderate 
disease and risk factors for progression to severe disease.  
 
Sotrovimab, bamlanivimab/etesevimab, and casirivimab/imdevimab are not 
currently authorized in the United States due to the high frequency of the omicron 
variant. Unlike these monoclonal antibody therapies, bebtelovimab has to be given 
within 7 days of symptom onset, creating an even greater challenge to getting this 
treatment to our patients. Its predecessor monoclonal antibody therapies had to 
be given within 10 days of symptom onset.  
 
Tixagevimab copackaged with cilgavimab is currently the only agent available for 
preexposure prophylaxis—no agents are available for postexposure prophylaxis at 
present. Tixagevimab/cilgavimab is being used under an EUA as preexposure 
prophylaxis in adults and children (aged ≥12 years and weighing ≥40 kg).  
 
The SARS-CoV-2 spike protein is very susceptible to mutations, altering the 
effectiveness of these agents. This had led to constant adjustments to the EUAs.  
Antiviral agents are much more durable and not as susceptible to mutation. We’ve 
had recent extensions to the shelf life of many of these therapies as data on 
longer-term stability become available.  
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Can you provide any guidance or updates on the use of oral antiviral therapy? 

https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-framework/emergency-use-authorization#coviddrugs
https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-framework/emergency-use-authorization#coviddrugs
https://www.fda.gov/consumers/consumer-updates/know-your-treatment-options-covid-19
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-approves-first-covid-19-treatment-young-children
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-approves-first-covid-19-treatment-young-children
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CASSANDRA 
CALABRESE, DO 

The biggest concern surrounding oral antiviral therapy is the drug-drug 
interactions, especially for nirmatrelvir copackaged with ritonavir. Many clinically 
significant interactions are becoming apparent over very brief periods. Some 
interacting drugs can be adjusted or withheld during antiviral treatment for 
COVID-19, but other drugs are just not compatible.  
 
There are multiple resources to learn more about COVID-19 drug interactions. The 
most helpful option is probably the resource that the Infectious Diseases Society of 
America (IDSA) posted on their website about a month ago that provides 
information for clinicians on drug interactions. It also includes a table of culprit 
drugs and whether they can be reduced or need to be withheld, as well as how 
significant the interaction is. The manufacturer of nirmatrelvir/ritonavir also has its 
own drug interaction checker—it is not all-encompassing but does list some of the 
main interacting drugs. 
 
I’d also like to mention the “rebound” phenomenon that we’ve observed after 
completion of a course of nirmatrelvir/ritonavir. We're still learning about it, but it 
seems that a small proportion of patients seemingly recover fully and then have 
rebound symptoms. This phenomenon appears to occur primarily in patients who 
initiate antiviral therapy very early. The IDSA has commented on this problem— 
persons with rebound symptoms should be considered infectious and can be 
retreated if the physician feels that it is indicated. 
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Can you summarize key recent updates to the National Institutes of Health or 
IDSA guidelines for COVID-19 treatment? 

 
CASSANDRA 
CALABRESE, DO 

 
Since our last quarterly update, the National Institutes of Health guideline included 
new sections on the unique aspects of managing critically ill children with  
COVID-19 or multisystem inflammatory syndrome in children. Information on 
antithrombotic therapy was also updated after data were published from several 
large randomized controlled trials. 
 
The IDSA updated recommendations for preexposure prophylaxis with 
tixagevimab/cilgavimab and adjusted recommendations for neutralizing antibody 
therapy based on susceptibility of the currently circulating variants.  
 
Guideline recommendations for immunomodulatory therapy remain largely 
unchanged. The IDSA suggests baricitinib with corticosteroids rather than no 
baricitinib for hospitalized adults with severe COVID-19. They also included recent 
updates to suggest against the use of famotidine for treating mild-to-moderate 
and severe COVID-19.  
 
 

https://emergency.cdc.gov/han/2022/pdf/CDC_HAN_467.pdf
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Are there any current challenges in accessing/administering COVID-19 therapies? 

 
CASSANDRA 
CALABRESE, DO  

 
The same themes remain relevant: Educating patients to know when they have or 
were exposed to COVID-19, knowing when to test, and knowing who to call if the 
results are positive. There also seems to be a lack of awareness of who would benefit 
from treatment and the importance of rapid initiation of treatment, regardless of  
the type.  
 
I also believe that there is a general lack of awareness among providers who care for 
patients at high risk for severe COVID-19. There’s a lot to know and it is hard to stay up 
abreast of all of the evolving information, which has many layers, including education 
from the government, various societies, and drug manufacturers. That said, providers 
who care for high-risk patients need to know how to get therapy for their patients.  
 
Although it is difficult to stay abreast of the current workflow and getting therapy to 
patients in a timely manner, overall drug availability has improved. We are not 
currently facing drug shortages. The FDA recently announced that state-licensed 
pharmacists can prescribe nirmatrelvir/ritonavir. That makes sense, and it’s just 
another way to get patients these drugs faster. However, I’ll be interested to see how 
it plays out in real time, because patients getting their medical records to the 
pharmacist in a timely manner may be a challenge. 
 
Generally, tixagevimab/cilgavimab for preexposure prophylaxis is vastly underutilized, 
and this seems to be a nationwide problem, primarily because people don’t know 
what it is, who to give it to, or how to prescribe it. Fortunately, here at the Cleveland 
Clinic, we’ve been giving it out readily to our eligible patients in the rheumatology 
department. We’ve fortunate to be able to provide this therapy for all our vulnerable 
patients, but some patients still lack access. 
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What do you anticipate for COVID-19 with the upcoming respiratory virus season 
beginning this fall?  

 
CASSANDRA 
CALABRESE, DO 

 
COVID-19 is still with us and will be with us in the fall. We’re expecting vaccine 
boosters with a new formulation that protects against the omicron BA4 and BA5 
subvariants. But we’ll have to remain vigilant for new variants that may arise between 
now and then. 

 

https://files.covid19treatmentguidelines.nih.gov/guidelines/covid19treatmentguidelines.pdf
https://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/#toc-0
https://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/#toc-0
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Guidance for managing patients with COVID-19 continues to evolve.  
Please see the following for updated information and recommendations  
on COVID-19:  

• CDC Coronavirus Disease 2019 (COVID-19) Resources 

• WHO Resources: COVID-19 Pandemic 

https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.cdc.gov%2Fcoronavirus%2F2019-ncov%2Findex.html&data=04%7C01%7Cjscavone%40vindicocme.com%7Cb3fa5b12c2b24db4777608d9e1b33065%7Cda938b042dd64bbcbe65f6c4645153a1%7C0%7C0%7C637788982004920481%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000&sdata=cCUoF0bN%2FSMVclpA95wbErrwvVMqU0XY5QT5Ymh9%2Fb4%3D&reserved=0
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.who.int%2Femergencies%2Fdiseases%2Fnovel-coronavirus-2019&data=04%7C01%7Cjscavone%40vindicocme.com%7Cb3fa5b12c2b24db4777608d9e1b33065%7Cda938b042dd64bbcbe65f6c4645153a1%7C0%7C0%7C637788982004920481%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000&sdata=92bhWBnw%2Be%2BzELJhgdc8aNTtt4ZUnz2hfBuf7r8NLNM%3D&reserved=0

