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Quarterly COVID-19 Updates 

An Interview with Leonard Calabrese, DO and Cassandra Calabrese, DO 
Recorded on January 3, 2022 
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Have there been any important, recent shifts in our understanding regarding the 

immunopathogenesis and disease course of COVID-19? 

 
LEONARD 
CALABRESE, DO 

We've been saying for 2 years that the COVID river is one that you can't step into 
twice, because it's not the same river, and you're not the same person. Cassie and 
I took our first trip since the beginning of the epidemic on December 1st, 2021, to 
San Francisco, and on that day that we arrived, the first case of omicron was 
described in the United States. In just a month, it has spread rapidly through the 
population and is an exemplar of the dynamic state of this COVID-19 pandemic.  
 
Biologically, we're learning a lot in real time. Omicron’s enhanced transmissibility 
is unequivocal, but perhaps it has less capacity to infect the lower respiratory tract 
with less tropism for alveolar cells.  
 
And finally, the data are pretty clear that the omicron variant doesn’t result in 
illness akin to a common cold—it is a formidable respiratory virus. But fortunately, 
at least at some levels, it appears to be less pathogenic than the delta variant by 
clinical assessment.  
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Can you provide an overview of the new oral antiviral options with an FDA 
emergency use authorization (EUA)? 

 
CASSANDRA 
CALABRESE, DO 

Currently, 2 oral antiviral agents received EUA in December 2021. These include 
nirmatrelvir/ritonavir, copackaged for oral use, and molnupiravir. Both are 
indicated for treating adults with mild to moderate COVID-19 who have risk factors 
for severe disease. Nirmatrelvir/ritonavir is also indicated for children aged 12 and 
up with a weight restriction. Both agents are to be initiated within 5 days of 
symptom onset in COVID-positive persons at risk for progression to severe disease. 
The 5-day window for initiation is extremely important and could lead to the 
greatest logistical challenges.  
 
We are awaiting further guidance from the IDSA and National Institute of 
Infectious Diseases regarding which patients to prioritize for oral antiviral therapy. 
At the Cleveland Clinic, we are currently working on our workflow of obtaining this 
therapy for patients because availability is very limited right now, but we expect it 
to expand significantly throughout the year.  
 
In general, the data for nirmatrelvir/ritonavir effectiveness look a lot stronger than 
those for molnupiravir.  
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Notably, there is a long list of drugs that cannot be coadministered with 
nirmatrelvir/ritonavir, even for a brief period. So that will be very important for 
prescribers to know. 
 
Reference 
US Food and Drug Administration. Updated January 25, 2022. Accessed January 26, 
2022. https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-
regulatory-and-policy-framework/emergency-use-authorization#coviddrugs  
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Is the omicron variant susceptible to currently available monoclonal antibody 
and oral antiviral therapies? 

 
CASSANDRA 
CALABRESE, DO 

Omicron has thrown a wrench into the use of outpatient monoclonal antibodies 
for treating COVID-19. The most widely used outpatient treatment of COVID-19, 
casirivimab and imdevimab, turned out to have very little effectiveness against 
omicron, but it does retain effectiveness against delta.  
 
Sotrovimab, a monoclonal antibody against spike protein, maintains effectiveness 
against omicron, and is what should be used to treat outpatients with mild to 
moderate COVID-19 right now. However, there are tremendous shortages and an 
outpouring of patients who need it, so this has been a challenge. But sotrovimab is 
the preferred agent against the currently circulating variants of concern. 
 
As far as the oral antivirals authorized for use, we currently have EUAs for 
nirmatrelvir tablets/ritonavir tablets, which are copackaged for oral use, and 
molnupiravir. Fortunately, both oral antiviral options maintain effectiveness 
against the current variants. This was nicely demonstrated in a preprint study just 
released at the end of December 2021. 
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Are there any other new agents with an EUA for managing COVID-19? 

 
CASSANDRA 
CALABRESE, DO 

An EUA was issued on December 8, 2020, for tixagevimab plus cilgavimab. It’s a 
monoclonal antibody used for preexposure prophylaxis in at-risk patients who are 
not yet infected, for 6-month, long-term prevention of infection with SARS-CoV-2. 
It is indicated for persons at risk for severe disease. Eligible patients might have an 
immunocompromised status that has not allowed them to mount an appropriate 
response to COVID vaccines, various other risk factors, or contraindications to 
vaccination due to a life-threatening adverse event, such as anaphylaxis. It’s given 
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as a single intramuscular injection and is designed to prevent infection for at least 
6 months.  
 
Although this is very exciting, it has been met with tremendous logistical hurdles, 
the biggest of which has been limited supply and the need to triage who should be 
prioritized to receive it. For example, at the Cleveland Clinic, we have prioritized 
transplant patients and those who are B-cell depleted (ie, patients who have 
immunoglobulin deficiencies), those taking rituximab or other B-cell depleting 
agent, solid organ transplant recipients, and patients with cancer who are getting 
active chemotherapy or a bone marrow transplant. 
 
Reference 
National Institutes of Health. Updated January 5, 2022. Accessed January 27, 2022. 
https://www.covid19treatmentguidelines.nih.gov/therapies/statement-on-
evusheld-for-prep/  
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Can you comment on any key updates to the guidelines for COVID-19 treatment? 
 

 
CASSANDRA 
CALABRESE, DO 

The NIH Guidelines previously recommended baricitinib, tocilizumab, or sarilumab 
only for patients with rapidly increasing oxygen needs who were on high-flow 
oxygen. However, the recommendation was expanded and now these drugs can 
be given to patients with rapidly increasing oxygen needs who are still only on 
conventional supplemental oxygen.  
 
The IDSA guidelines now include a recommendation for remdesivir for ambulatory 
patients with COVID-19, but this has limited practicality—it’s difficult to envision 
how we’d logistically manage to get ambulatory patients come in every day for a 
dose. But we do have it as a recommendation. 
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Are there any new data on existing immunomodulatory agents with an EUA for 
use in COVID-19? 

 
LEONARD 
CALABRESE, DO 

New updates from the COV-BARRIER study provided additional information on use 
of baricitinib in patients who are mechanically ventilated. Unlike for tocilizumab, 
this area has lacked data, and this study has provided support for the safety and 
efficacy of baricitinib in patients who are mechanically ventilated, preferably 
shortly after intubation. 
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There have been minimal recent updates on the data in support of interleukin-6 
inhibitors, such as tocilizumab or sarilumab. These recommendations have stayed 
the same, although drug shortages remain a challenge. 
 
Marconi VC, et al. Lancet Respir Med. 2021;9(12):1407-1418. 
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Any final comments? 

 
LEONARD 
CALABRESE, DO 

There have been many changes to guidelines on both existing and new therapies. 
But access is limited for many of them by logistical obstacles at this critical time in 
the current surge. Supply and infusion capacity are limited due to the decreased 
workforce because of COVID-19 infection. These challenges will likely persist for at 
least the next several weeks.  
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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

