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What are the currently circulating variants of concern and what do we know 

about their behavior? 

 
CASSANDRA 
CALABRESE, DO 

 
Regarding the current circulating variants, there are several variants of concern, 
and the landscape is changing. Omicron is currently circulating, and this variant is 
made up of various lineages and sublineages: BA2, BA4, and BA5. 
 
Based on what we know thus far, omicron spreads more easily than other variants 
but is generally less severe, particularly in vaccinated persons. These variants are 
tracked by the CDC using genomic surveillance, and they provide weekly updates 
using this modeling. 
 
There are 2 more variants of interest. One is BA 4.6, an offshoot of BA4. It has 2 
concerning mutations that lead to escape from tixagevimab and cilgavimab, the 
only agent currently approved for preexposure prophylaxis. However, these 
mutations also appear to confer a slower growth rate, so we are hoping that a big 
wave of BA 4.6 will not occur. This variant currently accounts for about 12% of 
COVID-19 infections. 
 
Another concerning subvariant is BA 2.75, which seems to be able to escape from 
neutralizing antibodies, but the number of cases is still very small. 
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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. Bebtelovimab is the only available antispike monoclonal 
antibody that is effective against the currently circulating variants of concern. 
Bebtelovimab is intended for outpatients with mild to moderate disease who are 
at risk for severe disease. All other antispike antibody products for treating  
COVID-19 are no longer in use due to lack of effectiveness against currently 
circulating variants.  
 
Tixagevimab copackaged with cilgavimab is the only agent available for 
preexposure prophylaxis—no other agents are authorized for this use. 
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Tixagevimab/cilgavimab is being used under an EUA as preexposure prophylaxis in 
adults and children (aged ≥12 years and weighing ≥40 kg).  
 
Shelf-life extensions have been authorized for the monoclonal antibody therapies 
in use.  
 
Reference 
National Institutes of Health. Updated September 26, 2022. Accessed October 10, 2022. 
https://www.covid19treatmentguidelines.nih.gov/therapies/statement-on-evusheld-for-prep/  
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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 

 
Two new sections, How to Approach a Patient when Considering Pharmacologic 
Treatments for COVID-19 and Bacterial Co-Infections and Antibiotic Use, have 
been added to the IDSA guideline. 
 
The NIH added additional agents to the lists of outpatient medications that are and 
are not expected to have clinically relevant drug-drug interactions with ritonavir-
boosted nirmatrelvir. 
 
Regarding “rebound” with ritonavir-boosted nirmatrelvir, the NIH COVID-19 
Guidelines Panel noted that concerns related to SARS-CoV-2 virus rebound  
and the recurrence of COVID-19 symptoms should not be a reason to avoid 
ritonavir-boosted nirmatrelvir. They emphasized that, to date, “the recurrence 
of symptoms following the use of ritonavir-boosted nirmatrelvir has not been 
associated with progression to severe COVID-19. Furthermore, viral rebound 
and symptom recurrence can also occur in the absence of treatment with 
ritonavir-boosted nirmatrelvir.” 
 
The panel has also noted “the lack of definitive data regarding the benefit of 
molnupiravir in patients who are vaccinated and at high risk of progressing to 
severe COVID-19. Due to the fetal toxicities that have been reported in animal 
studies of molnupiravir, the Panel recommends against the use of molnupiravir for 
the treatment of COVID-19 in pregnant patients unless there are no other options 
and therapy is clearly indicated. It is not yet known how often SARS-CoV-2 viral 
rebound occurs after molnupiravir treatment.” 
 
Guideline recommendations for immunomodulatory therapy remain largely 
unchanged.  
 
References 
Infectious Diseases Society of American. Updated August 30, 2022. Accessed October 10, 2022. 
https://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/#toc-
0 
National Institutes of Health. Updated September 30, 2022. Accessed October 10, 2022.  
https://files.covid19treatmentguidelines.nih.gov/guidelines/covid19treatmentguidelines.pdf  
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What are the most pressing patient and practitioner education needs regarding 
COVID-19? 

 
CASSANDRA 
CALABRESE, DO  

 
Educating patients on their risk for COVID-19 remains crucial, particularly for 
immunocompromised patients. Patients must also be knowledgeable about 
symptoms and how to test. Most important, they need to be aware of their 
treatment options and who to call if the need for treatment arises.  
 
Pressing awareness and educational needs also remain for physicians—for 
example, which immunocompromised people are at greatest risk. This goes 
beyond rheumatology patients to gastroenterology, transplant, dermatology, 
oncology, and other patient populations. Risk awareness is still not widely 
appreciated by rheumatologists or nonrheumatologists, and this can hinder 
identification of who most needs treatment and how to obtain it for them in a 
timely fashion. 
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What do you anticipate for COVID-19 with the upcoming respiratory virus season 
beginning this fall?  

 
CASSANDRA 
CALABRESE, DO 

 
We're still awaiting clinical data on the safety and efficacy of updated boosters 
with omicron coverage. To my knowledge, there are no new safety concerns at this 
time outside of patients who had an adverse event with the original vaccines.  
 
The bivalent booster is recommended for everyone, regardless of their immune 
status. We recommend that all of our immunocompromised patients get a bivalent 
booster. If they had COVID-19 within the past couple months, we instruct them to 
wait 3 months before getting the booster. 
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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 

• IDSA Guidelines on the Treatment and Management of Patients with 
COVID-19 

• 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://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/
https://www.idsociety.org/practice-guideline/covid-19-guideline-treatment-and-management/
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

