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If it’s not COVID-19, what is causing those flu-like symptoms? 
Dr Jenny Robson MBBS FRACP FRCPA FACTM

Pathologist-in-Charge, Sullivan Nicolaides Pathology Microbiology and Molecular Pathology

So what’s been happening with other respiratory viruses during this roller coaster 13 months since the SARS-CoV-2 
pandemic was declared on March 11, 2020? This was at a time when the world-wide case count was just 118,000. 
There are now more than 131 million cases and still counting, with just over 29,000 of these occurring in Australia.

Is it the “flu”?
Well, 2020 was an extraordinary year for influenza. The usual peak 
is during winter from June to September. The first three months 
of 2020 saw normal to high activity being reported. But with 
the implementation of pandemic measures, cases of influenza 
plummeted. It was always suspected that our winter flu season 
results from multiple introductions of the virus from the global pool, 
but with travel restrictions and quarantine measures in place, these 
were virtually non-existent (Figure 1). Likewise, the global influenza 
circulation has been low, and this has reduced this potential source 
even further. 

So, what can we expect from our four human seasonal viruses 
for 2021? Another quiet year? Will there be a disappearance or 
emergence of new strains, or re-emergence of some old strains? This 
is really an unknown. What we do know is that in “normal” times 
5-10% of the general community are typically affected by flu each 
year, and this may approach 20% in some years with an average of 
3,500 deaths and 18,000 hospitalisations. 

Key points for influenza vaccination in 2021
Despite the present uncertainty, experts advise that annual influenza 
vaccination continues to be recommended for all people ≥6 months 
of age. It is the most important measure to prevent influenza and its 
complications. From February 2021, influenza vaccinations must be 
recorded on the Australian Immunisation Register (AIR). 

Administration of an influenza vaccine and a COVID-19 vaccine 
should be a minimum of 14 days apart. A new cell-based influenza 
vaccine (Flucelvax® Quad) is available but it is not funded under 
the National Immunisation Program (NIP). Although there are some 
theoretical advantages of cell-based influenza vaccines, studies have 
shown that this vaccine has an efficacy and safety profile similar to 
that of standard influenza vaccines. There is no recommendation for 
its preferential use.

For adults aged ≥65 years, the adjuvanted influenza vaccine Fluad® 
Quad is preferentially recommended over standard influenza 
vaccines. Influenza vaccine is recommended in every pregnancy, at 
any stage of pregnancy, and can be safely co-administered with the

pertussis vaccine.

Let’s take a look at other respiratory viruses
The introduction of various pandemic control 
measures led to a dramatic drop in much respiratory 
virus activity from week 10 onwards. Percent positivity 
for most viruses, along with influenza, plummeted. 
There have been two exceptions.  

Firstly, rhinovirus

After an initial decline, rhinoviruses made a 
resurgence after week 20 and have been constantly 
with us since (Figure 2). 

Why has HRV been so persistent? Traditionally 
associated with the “common cold”, otitis media and 
sinusitis, in recent years, HRV has also been implicated

as a lower respiratory tract pathogen, 
particularly in patients with asthma, 
infants, elderly patients, and 
immunocompromised hosts. 

With about 100 known HRV serotypes, 
many can co-circulate in one season. 
One important feature of these viruses 
is that they are “naked”, with a protein 
shell (“capsid”) and no envelope. 
Lacking a lipid coat makes them more 
resistant to environmental desiccation, 
decontamination and even handwashing. 
Fomite transmission may then occur 
more readily, along with usual aerosol 
transmission of virus particles. 

Figure 2: Respiratory virus detections, total tests and % positive for 2020 and 2021 YTD. Sullivan Nicolaides Pathology. 
Week 10: WHO declared pandemic; Week 11: Travel ban all foreign nationals; Week 12: OS arrivals require 14d isolation and travel ban 
on Australians going overseas; Week 13: OS arrivals require 14d hotel quarantine.

Figure 1: Laboratory confirmed cases of Influenza 2015 – 2021. Sullivan Nicolaides Pathology.
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Another feature is that, unlike COVID-19, HRV disproportionately 
affects younger age groups (Figure 3), as does RSV even more so 
(Figure 4). Social distancing measures in these younger age groups 
is much more difficult and sometimes non existent. As with COVID-19, 
future whole genome sequencing may provide insights into some of 
this intriguing epidemiology. 

With replication predominantly within the nasal passages, enhanced 
detection of HRV is also possible using the combined deep nasal 
and throat swab that has become the norm for respiratory virus 
collections. 

Recently HRV has been reported to be able to protect us from SARS-
CoV-2 infection with so called viral interference due to an innate 
immune rhinovirus-induced interferon response. The effect however 
is likely to last only as long as the invading rhinovirus is present. It 
probably wont be the solution to controlling the spread of SARS-
CoV-2, with vaccination remaining the most effective measure. 

The recent resurgence of respiratory syncytial virus (RSV) 

Along with many other respiratory viruses, RSV was suppressed 
throughout the winter of 2020. Although coincident with the 
relaxation of physical distancing measures, the last few weeks of 
2020 (spring and summer) saw RSV make a resurgence across the 
country, first in WA, then NSW, Queensland, and later in Victoria. It 
is unclear what the reservoir for this infection is. The NSW activity 
appears monoclonal, whereas in WA the strain types were more 
varied. The virus is of note for a number of reasons. Maternal RSV 
vaccination programs are being trialled (e.g. Novavax RSV vaccine) 
along with both new antivirals and monoclonal antibody treatments. 
RSV has recently been listed as a nationally notifiable disease. 

Back to Influenza A viruses – keeping a watchful eye
There are 16 different haemagglutin (HA) subtypes of influenza 
A in nature, three of which infect humans, and nine different 
neuraminidase subtypes (NA) of which two infect humans. The 
current circulating seasonal human subtypes include H1N1 and 
H3N2. 

Waterfowl and shorebirds are the usual hosts of influenza A. 
Occasionally, spill-over into chickens, pigs, other mammals and 
humans occurs. Reassortment of RNA of different influenza viruses 
in a host mixing vessel can then result in pandemic potential if a 
number of conditions are met. Following reassortment, the ability 
to both replicate and cause human infection with a novel subtype, 
to which there is no human immunity, as well as the ability to then 
spread efficiently from person to person, are key criteria. 

Although the current pandemic was caused by a coronavirus, 
avian influenza is considered a major contender for causing future 
pandemics. A close watch is therefore kept on its occurrence in 
poultry and other domestic birds. Avian influenza activity was busy in 
Victoria in 2020, with five separate outbreaks caused by three strains, 
not only in chickens (H7N7), but also turkeys (H5N2) and emus 
(H7N6), leading to some of the largest culling in Australian history.

No animal zoonotic viruses were documented to infect humans 
during these outbreaks, but early identification and investigation of 
human infections with novel influenza A viruses are critical so that

the risk of infection can be more fully understood, 
and appropriate public health measures can be 
taken.

There have been recent human infections with 
avian  influenza A from China and Laos (H5N6) 
and Russia (H5N8) although secondary human-
to-human infection was not documented. Overall 
public health risk has not changed and the 
likelihood of sustained transmission in humans 
remains low. Human infections with viruses of 
animal origin are expected at the human animal 
interface wherever these viruses circulate in 
animals and indeed there has been two human 
cases of swine influenza virus (swine H3) in 
Australia with close swine contact, again with no 
secondary human cases.

The world is certainly on high alert to predict 
the inevitable next pandemic, invariably better 
equipped with lessons learned from COVID-19.
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Figures 3 and 4: Age and sex distribution for detection of rhinovirus and respiratory syncytial virus (RSV). 


