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1. Introduction: Influenza and COVID-19 in the ‘‘Global South

Even with the COVID-19 pandemic of 2020, influenza remains a
leading global cause of mortality among adults and children.
According to the Global Seasonal Influenza-associated Mortality
Collaborator Network, approximately 290,000 – 646,000
influenza-associated respiratory deaths occur annually [1]. The
Network estimates find that the highest mortality rates now occur
in Sub-Saharan Africa and Southeast Asia, with these two regions
accounting for more than 40% of the deaths [1]. A related analysis
for the year 2019 confirmed that approximately 390,000 respira-
tory deaths result from influenza, a number corresponding to 2%
of all annual respiratory deaths, with two-thirds of the flu deaths
among individuals over the age of 65 [2]. Influenza also causes a
substantial burden of cardiovascular disease, due to MI, myocardi-
tis, stroke, and other complications [3]. For example, in the 2009
influenza pandemic cardiac complications occurred in approxi-
mately 5% of the patients hospitalized with influenza, and almost
50% of the flu patients admitted to intensive care units [3].
2. COVID-19 in the global South

COVID-19 is making a significant public health impact on pop-
ulations living in poverty in the Global South [4]. Currently, Brazil
has the second largest number of COVID-19 cases behind the Uni-
ted States, but the numbers of cases and deaths in Brazil are accel-
erating rapidly such that some projections indicate Brazil may soon
become the leading nation in both categories [5]. Outside of Brazil,
other Latin American nations have experienced significant
increases in COVID-19 cases, including Peru, Chile, Mexico, Ecua-
dor, and Colombia [4]. Globally, the resource-poor nations of India,
Pakistan, Bangladesh, Indonesia, South Africa, and Egypt are start-
ing to show evidence of significant COVID-19 epidemics, in addi-
tion to a significant epidemic raging in Iran [4]. Overwhelmingly,
those living in poverty are at the greatest risk due to crowding in
low-income neighborhoods, as well as high rates of co-morbid con-
ditions such as diabetes, hypertension, and obesity among the poor
[6]. Similar to influenza, COVID19 deaths disproportionately occur
among older individuals [7–8].
3. Influenza and COVID19 syndemics

With the high proportion of influenza deaths in the Global
South, and the anticipated march of COVID-19 through these same
regions, there emerges the prospect of global syndemics resulting
from these two diseases. As influenza co-circulates with COVID-
19 there are concerns about the potential co-infections or interac-
tions between these two respiratory viruses. We know that influ-
enza and COVID-19 co-infections can and do occur [9–11], and
there will be opportunities to fully explore the clinical impact of
these co-infections Fig. 1.
4. A vaccine response strategy

In the 2009 H1N1 influenza pandemic, many low- and middle-
income countries struggled to use pandemic influenza vaccines
effectively because of a constellation of factors. Among these fac-
tors were a lack of pandemic planning and limited experience in
conducting vaccination campaigns targeting non-pediatric popula-
tions, mobilizing financial resources and personnel for vaccine
deployment, establishing sufficient cold-chain capacities, imple-
menting regulatory capability, and achieving high rates of vaccine
uptake among target groups [12–13]. In contrast, countries with
seasonal influenza prevention and control programs were better
prepared and achieved more effective pandemic responses [14].

More than half of all countries still lack access to robust sea-
sonal influenza immunization programs, with most deaths and
severe disease from seasonal influenza epidemics occurring in Glo-
bal South countries [15–19]. In response, the WHO established a
comprehensive Global Influenza Strategy for 2019–2030, focused
on surveillance and disease prevention, including expanded vacci-
nations [20]. This strategy and existing global influenza infrastruc-
ture may provide a key platform for folding in COVID-19
vaccinations. For example, a modeling exercise has determined
that increasing the uptake of influenza vaccines has an overall pos-
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Fig. 1. Overlap and Synergies of Influenza and COVID19 as Global Health Threats.
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itive impact in terms of managing outbreaks of COVID-19 or
influenza-like respiratory illnesses [21].

Pairing COVID19 and influenza vaccinations may offer a highly
cost-effective means to prevent needless deaths from these two
leading causes of respiratory and cardiovascular illnesses. We rec-
ommend a health economic modeling assessment to confirm these
efficiencies and cost-savings, and begin plans to implement pilot
programs for administering both vaccines as a component of global
introduction schemes.

In parallel there will be increased needs for data sharing with
the potential for linking influenza to COVID-19 databases to better
understand the epidemiology and the impact of public health
interventions on co-circulating influenza and COVID-19, among
other needed analyses. For example, preliminary information from
the current southern hemisphere influenza season in countries
with robust influenza surveillance program, that have imple-
mented COVID public health measures (e.g., face masks, social dis-
tancing), are experiencing lower influenza activity [22].

Finally, there must be enhanced global collaborative efforts to
develop effective communication strategies specific to vaccine
hesitancy [23–24], and influenza and COVID-19 disease risks and
the benefits of vaccines for communities and policy makers.
5. Concluding remarks

There are opportunities to link the prevention of these two ill-
nesses through both non-pharmaceutical interventions and vacci-
nation at the individual, community, national, and medical
system capacity levels. A global coordinated strategy that builds
on influenza vaccine infrastructure and supports development of
new robust seasonal influenza systems will help ensure an effec-
tive COVID-19 vaccine response, while also driving needed atten-
tion to seasonal flu. It could produce a long-term return in terms
of reducing the health and economic burden of seasonal influenza,
and advance readiness for the next pandemic. With the rise of
influenza in the Southern Hemisphere and soon in the Northern
Hemisphere, we must act now.
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