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Increasing Seasonal Influenza A(H3N2) Activity, Especially Among Young Adults and
in College and University Settings, During SARS-CoV-2 Co-Circulation

Summary

The U.S. Centers for Disease Control and Prevention (CDC) is issuing this Health Alert Network (HAN) Health
Advisory about increased influenza A(H3N2) activity that could mark the beginning of the 2021-2022 influenza
season. The purpose of this HAN Health Advisory is to

1. Remind public health practitioners and clinicians to recommend and offer the current seasonal
influenza vaccine to all eligible persons aged six months and older. Flu vaccine and COVID-19
vaccine can be given at the same visit.

2. Remind clinicians to consider testing for both influenza virus and SARS-CoV-2 in patients with
influenza-like illness (ILI).

3. Advise clinicians that antiviral treatment is recommended as early as possible for any patient with
confirmed or suspected influenza who is: a) hospitalized; b) at higher risk for influenza complications;
or ¢) developing progressive illness. In patients with suspected influenza, decisions about starting
antiviral treatment should not wait for laboratory confirmation of influenza; however, COVID-19 should
be excluded if a rapid assay is available.

4. Remind public health practitioners and clinicians to consider mitigation measures including antiviral
post-exposure prophylaxis during influenza outbreaks in institutions (e.g., long-term care facilities,
university dormitories) in the setting of co-circulation of SARS-CoV-2.

5. Remind the public to use non-pharmaceutical interventions (NPI) or everyday preventive actions, in
addition to getting a flu vaccine. Everyday preventive actions include staying home when sick, covering
coughs and sneezes, and washing hands often.

Background

Recent increases in influenza activity in many places in the United States could mark the beginning of the
2021-2022 influenza season in the United States. While influenza activity is still low overall nationally, an
increase of influenza A(H3NZ2) viruses has been detected in recent weeks, with most of these infections
occurring in young adults. CDC also is aware of influenza outbreaks in colleges and universities in several
states. Influenza vaccination coverage is still low and there is still time this season to benefit from getting an



annual influenza vaccine.

Available seasonal influenza vaccines in the United States provide protection against four different influenza
viruses: A(H1IN1)pdmO09, A(H3N2), B/Victoria lineage, and B/Yamagata lineage viruses. In the past, influenza
A(H3N2) virus-predominant seasons were associated with more hospitalizations and deaths in persons aged
65 years and older than other age groups than other influenza viruses. Influenza A(H3NZ2) viruses evolve more
rapidly to escape human immunity. The influenza A(H3N2) component of this season’s vaccines was recently
updated in response to the evolution of a new group of viruses called 2a (i.e., 3C.2alb.2a) that did not circulate
widely last year and were not included in last season’s H3N2 vaccine component. Most H3N2 viruses that
have been analyzed in the United States so far are genetically closely related to the current vaccine’s H3N2
component. However, this emerging group has continued to evolve, and there are now two subgroups (2a.1
and 2a.2) that are genetically closely related to each other, but do have some antigenic differences from each
other (i.e., post-infection ferret antibodies from one virus might not efficiently bind the other virus).2 CDC virus
surveillance data shows that most of the A(H3NZ2) viruses recently identified in the United States (October—
November 2021) are in the 2a.2 group that is related to but distinguishable from the vaccine component (i.e.,
2a.1). It is not known what impact the differences in the circulating viruses and the vaccine viruses may have
onvaccine effectiveness. However, influenza vaccine effectiveness in general has been lower against A(H3N2)
viruses than against the other three influenza viruses that could circulate [influenza A(H1N1)pdmOQ9 or
influenza B viruses].? Influenza activity during the 2020-2021 season was low throughout the United States
and the timing and intensity of the upcoming 2021-2022 influenza season is uncertain. Because influenza
activity was low last season, we are anticipating a lower level of community protection that we rely on year
after year to reduce the risk of a severe influenza season. Thus, CDC is anticipating an increase of influenza
illness this winter, and both A(H3N2) and B-Victoria viruses are already co- circulating. Moreover, as SARS-
CoV-2 continues to circulate in the United States, illnesses associated with both viruses might stress
healthcare systems. A growing body of scientific studies suggest that even when vaccination does not prevent
infection it can reduce the severity of influenza illness, helping to avert serious outcomes including
hospitalization and death.

CDC recommends that healthcare providers continue to recommend and offer influenza vaccination to persons
aged six months and older because influenza activity is ongoing. Vaccination protects against four different
viruses and is likely to reduce hospitalization and death associated with currently circulating influenza viruses
and other influenza viruses that might circulate later in the season. Influenza antiviral medications are an
important adjunct that should be used in addition to influenza vaccination. While vaccination is the primary
means for preventing influenza, antiviral medications are a second line of defense used to treat influenza after
infection has occurred. Early treatment with influenza antiviral medications is the most effective way to treat
influenza and reduce complications.8

Influenza antivirals also can be used for post-exposure prophylaxis (PEP) to prevent infection.45° This can
reduce the risk of influenza among persons who are exposed to someone who has influenza. Influenza
antivirals have historically been used for PEP among residents in institutional settings, such as long-term
care facilities, to help control influenza outbreaks. In the context of SARS-CoV-2 co-circulation, influenza
antiviral treatment and PEP could also be considered in other communal settings (e.g., shelters, university
dormitories, prisons) to reduce strain on healthcare services in these institutions during influenza outbreaks.
In general, CDC recommends initiating influenza antiviral PEP within 48 hours of contact with someone
who has influenza.

Recommendations for Clinicians and Public Health Practitioners

1. Recommend and offer influenza vaccination for all eligible persons aged six months and older
Anyone who has not received an influenza vaccine this season should get vaccinated now. For 2021- 2022,
CDC recommends using any licensed, age-appropriate influenza vaccine as an option for vaccination this
season.!® Vaccination coverage is lower this season as of the week ending November 6, 2021 in certain
groups at higher risk of severe influenza illness, such as pregnant persons and children, compared with the
same period in 2020.! Vaccination is the best way to reduce the spread of influenza and reduce influenza
illness and complications that can result in hospitalization and death. Both influenza and COVID-19 vaccines
can be administered at the same visit, without regard to timing. If a patient is due for both vaccines, providers
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are encouraged to offer both vaccines at the same visit.

2. Treat patients with suspected or confirmed influenza who meet clinical criteria with influenza
antivirals
CDC recommends influenza antiviral medications to treat influenza as an important adjunct to vaccination.
Treatment with influenza antivirals has been shown to be safe. Influenza antivirals benefit clinical and public
health by reducing illness and severe outcomes of influenza based on evidence from observational studies,
randomized controlled trials, and meta-analyses of randomized controlled trials.*
8,12

e CDC recommends influenza antiviral treatment as soon as possible for patients with suspected or

confirmed influenza who are:

o Hospitalized

o Outpatients at increased risk for complications®
o Outpatients with progressive disease °
¢ Influenza antiviral treatment may be offered to patients with uncomplicated influenza based on
clinician judgment to shorten their illness duration or lessen symptoms. The use of antiviral
treatment in patients with uncomplicated influenza might help lessen the stress on healthcare
systems when both influenza and SARS-CoV-2 are co-circulating.
e Antivirals are most effective when started within two days after the beginning of iliness. It is also
possible that antiviral treatment started after 48 hours may offer some benefit.4812
e Potential also exists for co-infection of influenza and SARS-CoV-2 viruses. In such situations,
influenza antivirals can be given for influenza illness.
e Because of the importance of early treatment, decisions about starting antiviral treatment
should not wait for laboratory confirmation of influenza. However, COVID-19 should be
excluded with a rapid diagnostic assay if one is available.

There are two oral influenza antiviral medications approved by the U.S. Food and Drug Administration (FDA)
commonly available by prescription to treat influenza virus infection that can also be used for PEP
following influenza exposure.® These include oseltamivir (trade name Tamiflu®), and baloxavir marboxil
(trade name Xofluza®) (Table 1). Inhaled zanamivir and intravenous peramivir antiviral medications are
used less frequently.® Additional information on these influenza antiviral medications is available here.

Table 1: Summary of most common antiviral medications for treatment and post-exposure
prophylaxis of influenza®

Drug Oseltamivir (Tamiflu®) Baloxavir (Xofluza®)
Approved by FDA 1999 2018
Mechanism Neuraminidase inhibitor Cap-dependent endonuclease inhibitor
Route of administration | Oral Oral
Treatment dosing Daily dosing for 5 days Single dose only
e Adults: 75 mg twice daily e <B80kg:40mg
e  Children: varies by age/weight® e 280kg: 80mg
Post-exposure Daily dosing for 7 days Single dose only
prophylaxis dosing e Adults: 75 mg once daily e <B80kg:40mg
e Children: varies by age/weight® e 280kg: 80mg
Age Treatment: any age for treatment | Treatment or PEP: 212 years
PEP: =23 months
Contraindications Known hypersensitivity Known hypersensitivity

3. Use of influenza antivirals for post-exposure prophylaxis (PEP)
Both oseltamivir and baloxavir are FDA-approved for influenza PEP. The efficacy of PEP in reducing virus
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https://www.cdc.gov/flu/professionals/antivirals/summary-clinicians.htm

acquisition to uninfected household contacts is high for oseltamivir (68%-89%)*3 and baloxavir (86%).5In
general, before the COVID-19 pandemic, CDC did not recommend widespread or routine use of influenza
antiviral medications for PEP in the community.® However, PEP has been recommended previously in closed
settings such as long-term care facilities or crowded group settings such as refugee resettlement facilities. In
these situations, CDC has recommended using clinical judgment for antiviral PEP for certain exposed non-ill
close contacts of persons with suspected or confirmed influenza. Given the unique considerations of influenza
outbreaks in various settings in the context of co-circulation with SARS-CoV- 2, influenza antiviral PEP might
be considered for persons

e Who have had recent close contact with a person with influenza (e.g., roommates)

¢ In confined quarters (e.g., dormitories, shelters, prisons) with increasing incidence of influenza

e Who are at increased risk for severe illness from influenza

¢ Who have had recent close contact with a person with influenza and will be traveling for the
holidays to reduce transmission during travel as well as to reduce transmission to family
members or friends who may be at higher risk for influenza complications4

Considerations for choice of PEP antivirals (Table 1):

o Akey difference between the drugs relates to the longer half-life of baloxavir (days) vs. the shorter
half-life of oseltamivir (hours). Thus, for PEP, baloxavir can be administered as a single dose
while oseltamivir requires daily dosing for seven days.

e Dosing: Treatment and prophylaxis (prevention) dosing is the same for baloxavir, but for
oseltamivir, treatment dosing is twice daily, and prophylaxis is once daily.

e Timing of PEP: CDC recommends initiating PEP within 48 hours of contact with an influenza case, if
PEP is provided. In general, PEP for oseltamivir should not be started >48 hours after exposure due to
concerns about resistance with lower PEP dose in persons with active influenza.

o Duration of PEP: Antiviral medications are effective as PEP only if a person takes themthe
entire time they are around another person who has influenza.

¢ Rates of oseltamivir and baloxavir resistance among circulating influenza A viruses remain low.
However, additional monitoring is necessary, especially with baloxavir, which has had limited use
compared to oseltamivir.

4. Influenza testing

Information to assist clinicians about influenza testing decisions, including in the context of SARS-CoV-2 co-
circulation, is available here. The most accurate influenza tests (high sensitivity and specificity) are molecular
assays. Molecular assays are recommended for hospitalized patients with suspected influenza. Information on
influenza molecular assays is available here.

5. Non-pharmaceutical interventions
Because no single intervention can provide complete protection against influenza virus transmission, emphasis
should be placed on multiple strategies, including pharmaceutical (e.g., influenza vaccines and antiviral
medications) and non-pharmaceutical interventions. Measures that are used for COVID-19 might also provide
protection against influenza. Non-pharmaceutical interventions may include

¢ Community measures (e.g., physical distancing, masking)

e Environmental measures (e.g., routine surface cleaning)

e Advising and encouraging symptomatic persons to stay home and use frequent hand hygiene, and

proper cough etiquette

Recommendations for the Public
1. Get aflu vaccine as soon as possible. There’s still time to protect yourself from flu this season. You
can get a flu vaccine and a COVID-19 vaccine at the same time. Vaccines are the best tool for
preventing influenza and can reduce the risk of severe illness and death associated with influenza.
2. Take everyday preventive actions that can help reduce the spread of germs, like flu.
e These everyday preventive actions include staying home when sick, covering coughs and
sheezes, and washing your hands often. While CDC does not recommend wearing a face mask to
protect you from getting flu, wearing a face mask is recommended to protect you and others
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against COVID-19 at this time.

3. If you develop flu symptoms (which can be similar to symptoms of other respiratory viruses), reach out to
your healthcare provider who may test you to determine if your sickness is due to flu or another virus that
has similar symptoms, such as COVID-19.

4. Take antiviral drugs if prescribed by your healthcare provider.

e |t's important to remember that there also are drugs that can be used to treat flu iliness.

e Antiviral drugs are not meant to replace flu vaccine. A flu vaccine is the best way to help
prevent seasonal flu and its potentially serious complications. Antiviral drugs are a second line
of defense that can be used to treat flu if you do get sick.

¢ Flu antiviral drugs work best when started within two days of a person getting sick.

e CDC recommends that people who are very sick or who are at higher risk of developing serious
flu complications get antiviral treatment as early as possible without waiting for test results.

e Many patients might not be aware that drugs to treat influenza illness are available. A fact
sheet for patients is available here.

For More Information
CDC Tracking Flu in Young Adults Healthy

Habits to Help Protect Against Flu

Additional Resources for Clinicians:

Summary of Influenza Antiviral Treatment Recommendations for Clinicians
Clinical Description and Lab Diagnosis of Influenza

Interim Guidance for Influenza Outbreak Management in Long-Term and Post-Acute Care
Facilities
Influenza Virus Testing in Investigational Outbreaks in Institutional or Other Closed Settings
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