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ustralia and, more recently, the United States have seen a
resurgence of cases of respiratory syncytial virus (RSV)
infection in the summer season, as COVID-19 pandemic-
related physical distancing measures are being relaxed. We argue
that Canada should anticipate a similar resurgence in seasonal
respiratory viruses in the summer of 2021. It is crucial that we con-
tinue to monitor respiratory illnesses to inform RSV prevention pro-
grams and help protect vulnerable patients. This may involve
administering RSV monoclonal antibody therapy in high-risk chil-
dren off season, which is a major departure from standard practice.
Before the COVID-19 pandemic, lower respiratory tract infection
caused an estimated 2.7 million deaths annually worldwide, ranking
fourth in cause-specific mortality.! Respiratory syncytial virus and influ-
enza are leading causes of lower respiratory tract infection in young
children. In children younger than 2 years, RSV presents as a bronchiol-
itis and, in younger infants, it presents with nonspecific symptoms like
apnea and reduced oral intake. There is no RSV vaccine and no
population-level intervention exists beyond basic hygiene measures.
In Canada, high-risk children younger than 2 years — including infants
born prematurely and those with severe chronic lung disease or seri-
ous congenital heart disease — currently receive monthly RSV-
neutralizing monoclonal antibody therapy during the RSV season (typ-
ically late fall to early spring in Canada),? which reduces the risk of
hospital admissions related to lower respiratory tract infection by
more than half. This occurs annually on fixed dates based on past epi-
demiology, or on a variable season start based on active surveillance.
Since the beginning of the pandemic, many countries have
observed a near total disappearance of RSV and influenza cases.>*
In Canada, 339627 tests for RSV were reported through the Centre
for Immunization and Respiratory Infectious Diseases. Of these
tests, 239 were positive between Aug. 29, 2020, and May 8, 2021.° In
comparison, 412 861 tests for RSV were reported over a similar
period in the previous year (Aug. 25, 2019, and May 2, 2020), of
which 18 860 were positive. In response to the apparent disappear-
ance of RSV during the pandemic, several Canadian RSV programs
paused, shortened and even suspended the seasonal administra-
tion of monoclonal antibody, to avoid unnecessary medical visits.®
However, an interseason resurgence of RSV cases has recently
been reported in the southern hemisphere in the setting of
decreased SARS-CoV-2 circulation and relaxed physical distancing
measures.”® The US Centers for Disease Control and Prevention

KEY POINTS

e Australia and, more recently, the United States have seen a
resurgence of cases of respiratory syncytial virus (RSV) infection
in parallel with reduced pandemic-related physical distancing
measures.

e Canada should also anticipate a similar resurgence and should
monitor respiratory illness to be able to quickly respond with
strong RSV prevention measures.

® For many months, Canada has seen virtually no cases of RSV
infection, which may mean that pregnant women and infants
have had lower exposure and therefore pediatric immunity
levels may be low.

® Aresurgence in cases in the summer of 2021 could stretch
resources in pediatric intensive care units across Canada.

® Respiratory syncytial virus programs should prepare to administer
immunoprophylaxis off season, to the highest-risk infants.

also issued a health alert on June 10, 2021, about increased
interseasonal RSV activity in the southern US since March 2021
(https://emergency.cdc.gov/han/2021/han00443.asp). The off-
season resurgence in seasonal respiratory viruses now potentially
poses a threat to vulnerable infants.

The resurgence of cases of RSV in Australia and the US high-
lights the importance of population immunity in regulating RSV epi-
demics after exposure peaks. Studies have documented cyclical
variations in maternally derived antibody levels, with an increase
during the RSV winter season, followed by a decline over the sum-
mer months.® During RSV seasons, most affected adults younger
than 65 years remain asymptomatic or develop mild illness, owing
to a lifelong seasonal exposure to the virus and memory B- and
T-cell immunity. In contrast, immunologically naive infants depend
on passively transferred maternal antibodies to protect them at
birth, but these antibodies wane within 6 months. Asymptomatic
testing in households indicates that transmission may have contin-
ued to occur undetected during the COVID-19 pandemic, but it is
more likely that during the pandemic, pregnant individuals were
less likely to be exposed to RSV, and thus less likely to boost their
RSV antibodies to levels usually seen in the winter. This raises a
possibility that infants are less well protected than usual and could
become sicker if they are infected this summer.
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In Australia, during the recent re-emergence of RSV, the
median age of children in whom RSV testing was positive
increased to 18.4 months, which was higher than the upper
range between 2012 and 2019 (7.3-12.5 months; p < 0.001).” This
could suggest that infants who were not exposed to RSV in their
first year did not develop sufficient immunity, such that they
remained susceptible into their second year. Pediatric intensiv-
ists in Australia reported an increase in severe, atypical RSV cases
in the first 4 months of 2021 (end of summer, early autumn in the
months after the lockdown) in older children requiring mechan-
ical ventilation (Trevor Duke, Paediatrics Royal Children’s Hospi-
tal, Melbourne, Australia, personal communication). If a similar
phenomenon happened in Canada, the burden of illness could
stretch resources in pediatric intensive care units (ICUs) during
the summer of 2021. Although we have been unable to find pub-
lished data on changes in public health responses to the off-
season surge in RSV and influenza cases, we are aware that some
jurisdictions in Australia started monoclonal therapy early and
decided to extend RSV immunoprophylaxis until cases subsided.

In anticipation of a possible resurgence of RSV in Canada, we
suggest the following approach. First, as pandemic-related phys-
ical distancing measures are relaxed, health care providers
should continue to emphasize basic hygiene measures such as
washing hands. We support ongoing efforts to keep vulnerable
infants from coming into contact with people with respiratory ill-
ness. Other protective measures like breastfeeding when possi-
ble and avoiding exposure to second-hand smoke should be con-
tinued and emphasized. Second, confirmatory RSV testing
should continue, following usual indications, to provide surveil-
lance data. Third, pediatric ICUs should anticipate an increase in
severe RSV cases, as reported in Australia.” Respiratory syncytial
virus programs should prepare to administer immunoprophy-
laxis off season, to the highest-risk infants, if cases increase to
levels that normally trigger the fall season start.

In Canada, RSV programs have not yet prospectively defined
how many cases of RSV infection would constitute a resurgence,
but it seems reasonable to consider that even a few cases should
trigger communications with stakeholders, particularly consider-
ing that for months we have seen 0 cases every week in many

jurisdictions. Nonetheless, it is worth mentioning that whether the
use of RSV monoclonal therapy off season is cost-effective in this
context is unclear. We do not anticipate drug shortages, but new
arrangements may need to be coordinated for shipments and stor-
age of palivizumab, in preparing for a resurgence of RSV, earlier than
usual. Finally, studies are needed to document the impact of the
pandemic on the cyclical occurrence of seasonal viruses and to
understand why RSV and influenza disappeared in the past year,
while SARS-CoV-2 and rhinoviruses continued to circulate.!*
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