Comment

The burden of viral respiratory infections in young children

in low-resource settings

Acute lower respiratory infections (ALRI), encompassing
bacterial and viral pneumonias, acute viral bronchiolitis,
and bacterial and viral bronchitis, remain the leading
cause of global child mortality." The thrust of global
prevention and treatment efforts has been directed
against bacterial causes of ALRI, and deaths from
bacterial pneumonia have decreased substantially
since 1990 because of improved access to health care
and life-saving antibiotics, as well as increased use of
vaccines targeted at bacterial respiratory pathogens.
The leading causes of ALRI now are viral infections, with
respiratory syncytial virus, influenza virus, parainfluenza
virus, rhinovirus, and human metapneumovirus among
the top viral causes of ALRI in children, particularly in
low-resource settings.? Prevention and treatment of
viral pathogens could therefore substantially affect
childhood ALRI outcomes.

In The Lancet Global Health, Xin Wang and colleagues®
estimated the regional and global burden of influenza-
virus-associated ALRI in children younger than 5 years
in 2018. Compared with their previous estimates* in
2008 (35 per 1000 children per year [95% Cl 22-55]),
the authors estimated a lower incidence of influenza-
virus-associated ALRI in 2018 (15-6 per 1000 children
per year [uncertainty range 10-3-23:6]) for ages
0-4 years in developing countries. The estimated
proportion of childhood influenza virus ALRI episodes
has also decreased from 13% in 2008 to 7% in 2018.
Influenza virus accounted for 5% of ALRI hospital
admissions and 4% of ALRI deaths in children under
5 years. However, about 23% of the hospital admissions
and 36% of the in-hospital deaths were in infants
under 6 months. With 81% of the in-hospital deaths
occurring in low-resource countries, the data show that
much needs to be done to tackle the huge burden of
influenza-associated morbidity and mortality in these
settings.

Nevertheless, there are few representative data
from south Asia and sub-Saharan Africa, regions with
a disproportionally higher burden of global under-5
mortality, and the investigators rightly indicate the
need for high-quality, in-hospital, mortality data from
low-income countries to improve estimates of global
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in-hospital mortality. The inclusion of only laboratory-
confirmed influenza infection morbidity and mortality
data is a strength of the evidence base for the estimates
in this study but would invariably have precluded
studies from low-to-middle-income countries where
there are few adequate diagnostic tools. Such data are
essential to clarify the disease burden and subsequently
inform evidence-based vaccination strategies. The wide
confidence intervals around the estimates in Wang and
colleagues” comprehensive systematic review highlight
the diagnostic issues.

Although the overall decline in influenza virus ALRI
reported by Wang and colleagues is good news,* the
absolute numbers of children affected by influenza
virus ALRI with potentially serious consequences
are staggering, and it is concerning that a fifth of
influenza virus ALRI hospital admissions and a third
of in-hospital deaths occurred in infants younger than
6 months. Gaps in the availability of supportive care
options and antiviral drugs (where indicated) for viral
pneumonias in low-resource settings are likely to
have contributed to the subsequent poor outcomes.®
Despite the reduction in pneumonia-related childhood
deaths in children under 5 years, there have been
fewer reductions in pneumonia-related and sepsis-
related mortality among neonates.®” The ANISA study
of the aetiology of early infant deaths also identified
viral infections, notably respiratory syncytial virus,
as the leading cause of serious infections among
neonates and young infants in south Asia.® With no
respiratory viral vaccines licensed for use in this age
group, very young children will remain vulnerable.
Some of the gaps in protection could be bridged by
vaccinating mothers during pregnancy.’ Improvements
in delivery of oxygen to newborn babies and young
children affected by pneumonia are also required.” In
the meantime, we ought to ensure that the licensed
influenza vaccines can reach as many target groups as
possible.
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