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Quarterly COVID-19 Updates 

An Interview With Leonard Calabrese, DO, and Cassandra Calabrese, DO 
Recorded on April 4, 2022 
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What do we know about omicron subvariant BA.2 in terms of its behavior, 

activity, and response to existing therapies? 

 
LEONARD 
CALABRESE, DO 

 
Regarding Omicron BA.2, it is not surprising that this is now the dominant variant 
in the United States, in most western countries, and increasingly so around the 
world. The good news is that there is no evidence of increased pathogenicity, and 
it seems as though our current vaccines are as effective against BA.2 as the 
original Omicron variant. The other good news is that subvariant BA.2 is 
susceptible to the antiviral therapies we currently have.  
 
Therapeutically, the only consideration is a certain degree of BA.2 escape from 
our monoclonal antibody armamentarium. But this is truly a work in progress. 
Currently, the monoclonal antibody therapy with the highest degree of activity 
against BA.2 is the most recent to receive an Emergency Use Authorization  
(EUA): bebtelovimab. Availability of bebtelovimab is somewhat limited at present, 
and the needs for it are not as great at the moment.   
 
As of April 5, 2022, sotrovimab is currently not authorized in any United States’ 
region due to the prevalence of SARS-CoV-2 Omicron BA.2 subvariant until 
further notice.  
 
Regarding agents for preexposure prophylaxis: 
The package of tixagevimab/cilgavimab has retained activity. Its dose has recently 
been modified and should be effective for pre-exposure prophylaxis against BA.2. 
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Any recent developments in our understanding of the safety and efficacy of 
antiviral therapies? 
 

 
CASSANDRA 
CALABRESE, DO 

 
Regarding developments in our understanding of safety and efficacy of antivirals, 
one of the biggest challenges is with ritonavir-boosted nirmatrelvir and the many 
drug interactions between it and common medications, such as statins, blood 
thinners, and many others. This is due to a strong cytochrome P450 (CYP) 3A4 
inhibition by the protease inhibitor, ritonavir. The manufacturer has a very user-
friendly website with a drug interaction checker. We continue to encourage 
providers to work with their clinical pharmacists on this issue, but this drug 
interaction checker is helpful. You can type in the drug that that patient is on, and 
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the checker provides potential interactions and the level of concern associated 
with the drugs. 
 
References 
Drug Interaction Checker. https://www.pfizermedicalinformation.com/en-
us/drug-interaction-
checker?product=PAXLOVID%E2%84%A2+%7C+nirmatrelvir+tablets%3B+ritonavir
+tablets. Accessed April 14, 2022.  
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Are there any important key updates to the EUAs for managing COVID-19? 

 
CASSANDRA 
CALABRESE, DO 

Tixagevimab/cilgavimab has retained activity amidst the latest variants of 
concern, although evidence suggests that it may be less active against certain 
Omicron subvariants. Accordingly, its dose was recently modified to be more 
effective for pre-exposure prophylaxis. The US Food and Drug Administration 
(FDA) increased the initial authorized dose from 150 mg of tixagevimab and 150 
mg of cilgavimab to 300 mg each. Patients who have already received the 
previously authorized dose (150 mg of each) should return for a 
second/additional dose of 150 mg of tixagevimab and 150 mg of cilgavimab as 
soon as possible to raise their monoclonal antibody levels to this new target. 
 
Bebtelovimab is currently the most widely used monoclonal effective against 
Omicron and subvariants. Its indication has not changed.  
 
As mentioned previously, sotrovimab is currently not authorized in any US region 
due to reduced efficacy against the highly prevalent SARS-CoV-2 Omicron BA.2 
subvariant.  
 
Back in January, the FDA took actions to expand the use of remdesivir for 
outpatients with mild to moderate COVID-19 who are at high risk of progressing 
to severe COVID-19. 
 
References 
Coronavirus Disease 2019 (COVID-19) EUA Information. 
https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-
regulatory-and-policy-framework/emergency-use-authorization#coviddrugs 
 
FDA. February 24, 2022. Accessed April 14, 2022. 
https://www.fda.gov/drugs/drug-safety-and-availability/fda-authorizes-revisions-
evusheld-dosing  
 
FDA. Updated April 5, 2022. Accessed April 14, 2022. 
https://www.fda.gov/drugs/drug-safety-and-availability/fda-updates-sotrovimab-
emergency-use-authorization  
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FDA. News release. January 21, 2022. Accessed April 14, 2022.  
https://www.fda.gov/news-events/press-announcements/fda-takes-actions-
expand-use-treatment-outpatients-mild-moderate-covid-19  
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Can you comment on any key updates to the guidelines for COVID-19 
treatment? 

 
CASSANDRA 
CALABRESE, DO 

 
Both the National Institutes of Health and Infectious Diseases Society of America 
guidelines are in line with recommending the oral antiviral therapies—ritonavir-
boosted nirmatrelvir and molnupiravir—for outpatient treatment of high-risk 
patients with COVID-19. Their guidelines are up to date with the currently used 
monoclonals for treatment and postexposure prophylaxis.  
 
References 
National Institutes of Health. Updated April 8, 2022. Accessed April 14, 2022.  
https://www.covid19treatmentguidelines.nih.gov/management/clinical-
management/  
 
Infectious Diseases Society of America. Updated March 23, 2022. Accessed April 
14, 2022. https://www.idsociety.org/practice-guideline/covid-19-guideline-
treatment-and-management/#toc-0  
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What are the current challenges with access to/administration of COVID-19 
therapies? 
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CALABRESE, DO 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
LEONARD 
CALABRESE, DO 

 
With tixagevimab/cilgavimab for pre-exposure prophylaxis, unlike when it was first 
authorized, there are now a lot of available doses across the county. However, very 
few of those doses have been given largely due to logistical and administrative 
issues. The availability has increased, but there's still difficulty accessing it, and 
most of that is due to institutional and departmental workflow issues. 
 
The oral antivirals are also increasing in availability. However, we still face 
challenges with obtaining those for our patients in a timely fashion. Both 
ritonavir-boosted nirmatrelvir and molnupiravir require a positive COVID test and 
a prescription from a physician. And we're still learning which commercial 
pharmacies have these agents available. So, challenges to access include learning 
how to find these for our patients, where to send prescriptions, and encouraging 
our patients to let us know in a timely fashion that they have COVID-19 or 
concern for the disease.  
 
I would preface that all by saying that we're in a better phase in this pandemic. 
Generally, supply for these treatments is improving, but we still face 
administrative hurdles to overcome. 
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Any new data on investigational therapies that you’d like to share? 
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We continue to learn that ivermectin is not effective at preventing COVID or 
preventing progression of disease. Just very recently, a large study was published 
in the New England Journal of Medicine from Brazil. Over 3000 patients received 
early ivermectin to determine if it prevented progression to hospitalization. The 
data showed that it was not effective, as we already know. I think that's 
important to reiterate—no ivermectin therapy for COVID-19. 
 
There was recent data presented, also from Brazil, regarding interferon-lambda 
for COVID-19. I've only seen it in abstract form, but it demonstrated the 
effectiveness of a single shot of interferon-lambda in the outpatient setting for 
patients with mild to moderate COVID-19. The authors reported a statistically 
significant outcome of a 50% improvement in reducing disease progression. It 
should be published soon in the literature. 
 
Reference 
Lim SCL, et al. JAMA Intern Med. 2022;182(4):426-435. 
 
PR Newswire. March 17, 2022. Accessed April 14, 2022. 
https://www.prnewswire.com/news-releases/eigers-single-dose-peginterferon-
lambda-for-covid-19-reduced-risk-of-hospitalization-or-er-visits-by-50-in-a-
predominantly-vaccinated-population-in-phase-3-together-study-
301504827.html 
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Is there anything you are doing differently now that caseloads are trending 
downwards? Do you expect an uptick in coming weeks with the current variant 
of concern? 
 

 
CASSANDRA 
CALABRESE, DO 
 

While things are looking better in general, we still have high-risk patients who 
should be counselled accordingly regarding the risks of COVID-19. We need to 
maintain an awareness of which of our patients remain in this high-risk group for 
progression to severe disease, especially T-cell depleted patients, and educate 
them that they still need to be cautious when traveling, when out in crowds, and 
continue to have an awareness of COVID exposures and testing. Importantly, we 
need to provide education encouraging patients to promptly let us know of any 
symptoms or illness so that we can funnel them towards treatment and care 
utilizing the various tools in our toolbox. 
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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

