@° PLOS | ONE

Check for
updates

E OPENACCESS

Citation: Federici C, Cavazza M, Costa F, Jommi C
(2018) Health care costs of influenza-related
episodes in high income countries: A systematic
review. PLoS ONE 13(9): €0202787. https:/doi.
org/10.1371/journal.pone.0202787

Editor: Pieter T. de Boer, Rijksuniversiteit
Groningen, NETHERLANDS

Received: June 27,2017
Accepted: August 9, 2018
Published: September 7, 2018

Copyright: © 2018 Federici et al. This is an open
access article distributed under the terms of the
Creative Commons Attribution License, which
permits unrestricted use, distribution, and
reproduction in any medium, provided the original
author and source are credited.

Data Availability Statement: The full set of
extracted data from the included studies is
provided as a Supporting Information file (S1
Dataset).

Funding: The present work has been funded
through a private grant by Angelini Pharma Spa.
The funders had no role in study design, data
collection and analysis, decision to publish, or
preparation of the manuscript.

Competing interests: This work received funding
from Angelini Pharma Spa. The funders had no role
in study design, data collection and analysis,

RESEARCH ARTICLE

Health care costs of influenza-related
episodes in high income countries: A
systematic review

Carlo Federici', Marianna Cavazza', Francesco Costa’', Claudio Jommi'?*

1 Cergas (Centre for Research on Health and Social Care Management), SDA Bocconi School of
Management, Milan, Italy, 2 Department of Pharmaceutical Sciences, Universita del Piemonte Orientale,
Novara, Italy

* claudio.jommi @ uniupo.it

Abstract

Introduction

This study systematically reviews costing studies of seasonal influenza-like illness (ILI) in
high-income countries. Existing reviews on the economic impact of ILI do not report informa-
tion on drug consumption and its costs, nor do they provide data on the overall cost per
episode.

Methods

The PRISMA-P checklist was used to design the research protocol. Studies included were
cost of iliness analysis (COI) and modeling studies that estimated the cost of ILI episodes.
Records were searched from January 2000 to December 2016 in electronic bibliographic
databases including Medline, Embase, Science Direct, the Cochrane Library, the Centre for
Reviews and Disseminations of the University of York, and Google scholar. References
from the included studies were hand-searched for completion. Abstract screening, full-text
analysis and data extraction were performed by two reviewers independently and discrep-
ancies were resolved by discussion with a third reviewer. A standardized, pre-piloted form
was used for data extraction. All costs were converted to 2015 US$ Purchasing Power
Parities.

Results

The literature search identified 5,104 records. After abstract and title screening, 76 studies
were analyzed full-text and 27 studies were finally included in the review. Full estimates of
the cost per episode range from US$19 in Korea to US$323 in Germany. Particularly, the
cost per episode of laboratory confirmed influenza cases was estimated between US$64
and US$73. Inpatient and outpatient services account for the majority of the costs. Differ-
ences in the estimates may reflect country-specific characteristics, as well as other study-
specific features including study design, identification strategy of ILI cases, study popula-
tions and types of costs included in the analysis. Children usually register higher costs,
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whereas evidence for the elderly is less conclusive. Patients risk-profile, co-morbidities and
complications are the other important cost-drivers. None of the papers considered appropri-
ateness in resource use (e.g. abuse of antibiotics). Despite cost of illness studies have ulti-
mately a descriptive role, evidence on (in)appropriateness is useful for policy-makers.

Introduction

Influenza is defined as an acute viral infection of the respiratory tract, with symptoms marked
by inflammation of the nasal mucosa, the pharynx, and conjunctiva, and by headache and
severe, often generalized, myalgia. It usually occurs in winter months with epidemic outbreaks
occurring every year, causing substantial morbidity and even mortality when followed by
severe clinical complications. The World Health Organization (WHO) estimates that world-
wide, these annual epidemics result in about 3 to 5 million severe cases of illness and about
250,000 to 500,000 deaths [1].

Given the high annual morbidity, influenza episodes put also a considerable strain on
health care systems, with expenditures originating from both inpatient and outpatient settings.
Previous research has estimated that in 2003, direct medical costs for the treatment of influ-
enza were about $10.4 billion in the United States [2], whereas in Italy, Lai et al. reported a cost
for seasonal influenza epidemics (1999-2008) ranging between US$0.3 and US$2.7 billion per
year, with an annual average of US$1.4 billion [3]. Despite being expensive, hospitalization
events are rare, while outpatient medical services and drugs are deemed to represent a consid-
erable share of total health-care spending. For example, Molinari et al. [2] estimated that out-
patients visits in the United States account for about 30% of total influenza costs.

In addition, management of influenza-like symptoms might encompass potentially inappro-
priate expenditures including unnecessary emergency visits, or inappropriate pharmacological
management [4]. For example, the problem of antivirals, such as oseltamivir, being prescribed to
patients who do not actually have influenza is widely acknowledged among the medical commu-
nity. Conversely, inappropriate prescriptions of antibiotics to laboratory-confirmed influenza
patients has been reported to be as high as 30% in five US centers [5]. Not only such practices
prompt unnecessary costs to the health-care system and longer time to recovery for patients, but
ultimately, they may also favor the emergency of drug-resistant infections in the long term.

Furthermore, the burden of influenza extends to the wider societal perspective, including
direct health-related out-of-pocket expenditures (OOPs), and indirect costs that are mainly
driven by productivity losses due to work absenteeism, and informal caregivers time.

Lastly, both clinical outcomes and costs vary by population sub-groups, with higher risk
patients accounting for higher costs due to the insurgence of complications and the need of
more specific treatment strategies. Particularly vulnerable groups are pregnant women, chil-
dren, the elderly, and individuals with specific chronic medical conditions, such as chronic
heart diseases, lung diseases, or HIV/AIDS.

Previous reviews have analyzed the economic burden of influenza on both direct healthcare
costs and indirect societal costs [6-8]. For example Peasah et al. reports nationally-aggregated
and per capita costs of hospitalization events, outpatient services and productivity losses [8],
whereas Dao et al. collected data on direct medical and non-medical costs as well as indirect
costs [6]. These previous works generally provide aggregate estimates per macro-categories of
costs, per capita costs and average cost per item. For example, Peasah et al. report that indirect
costs account for more than 50% of total costs in five out of eight studies reviewed, and that
total costs per capita range between US$ 1 (Thailand) to US$ 63 (USA). The authors also
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provide separated cost estimates for hospitalization events, outpatient visits and per-day pro-
ductivity losses [8]. However, they do not provide any data on the costs per episode, nor they
report specific cost items and drug expenditures, or any consideration on inappropriate spend-
ing for the management of influenza.

The main objective of this review is to update the current literature with more detailed data
on the main determinants of direct health-care expenditures for influenza. To this end, the pri-
mary aims are to i) collect and analyse detailed data on influenza-driven health-care costs per
episode, with a specific focus on inpatient and outpatient costs, emergency department (ED)
services, and drugs; ii) analyse the available evidence about drug expenditures, particularly
symptomatic treatments and over-the-counter (OTC) drugs, and iii) report on how different
cost items vary by population subgroups such as specific age and risk profiles.

Secondary aim of the proposed review is to provide evidence, if any, about inappropriate
influenza-related use of direct healthcare resources (i.e. inappropriate prescriptions of drugs,
or unnecessary ED visits).

Methods

A research protocol for this review was drafted using the PRISMA-P checklist [9]. The types of
studies considered were all types of cost of illness analyses (COI), including both incidence
and prevalence-based analyses, using either prospective or retrospective data. Modeling studies
that empirically estimated the cost per influenza-related episode and then extrapolated it to a
wider population were included as well.

Since this review was not aiming to estimate the impact of specific interventions (e.g. the
impact of vaccines, or rapid influenza diagnostic tests on costs or cost-effectiveness), all cost-
effectiveness and budget impact analyses, or other types of comparative studies were not
included. Costs may be estimated through either a bottom up or top down approach, with data
sources including administrative data, medical records or patient surveys. Other types of stud-
ies and data sources, not specifically covered by the defined inclusion criteria, were assessed on
a case-by-case basis, and included if deemed informative to the aim of the review.

Participants of the studies were from the general population living in high income countries
according to the list provided by the World Bank [10]. This restriction in scope is justified by
the fact that cost estimates in low and middle-income countries are poorly comparable to
those in high income countries, mainly because of differences in the healthcare systems,
including funding schemes, share of private co-payments and service provision. In addition,
data were collected also from studies providing differential estimates for, or focusing on popu-
lation subgroups that are considered more at risk of influenza or influenza-related complica-
tions (e.g. children and the elderly and individuals with co-morbidities or complications).

A wide definition of influenza-related disease has been adopted, by including all studies
where the target condition was labelled as laboratory confirmed influenza, influenza like illness
(ILI); Parainfluenza Virus (PIV), acute respiratory infection (ARI), or respiratory syncytial
virus (RSV). Conversely, studies estimating the costs of pandemic influenza, such as the 2009
swine flu pandemic, were not included in the review.

The primary outcomes of the present review are seasonal influenza-related direct health
care costs. Studies could take either the healthcare sector perspective or a wider societal per-
spective. However, when a societal perspective was used, data were extracted for direct health-
care costs only. When not directly provided, the cost per influenza-related episode was calcu-
lated by dividing the overall costs by the number of episodes reported. Conversely, studies
were discarded whenever only aggregate estimates were reported, and conversion was not
deemed possible.
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When different estimates were provided (e.g. by age-group, or sex) an overall figure was cal-
culated by using weighted averages (based on sample numbers), or using normal averages
when the first was not possible. Also, when reported, a description of results by relevant sub-
groups in each study was provided.

Records were searched from January 2000 to December 2016 in electronic bibliographic
databases including Medline (via Web of Science), Embase, Science Direct, the Cochrane
Library and the Centre for Reviews and Disseminations of the University of York and
Google scholar. The full search strategy was first defined on Web of Science, and then adapted
to the other databases (S1 Table). Grey literature was retrieved through informal searches
on Google. In addition, references from the included studies were hand-searched for
completion.

After defining the search strategy, two reviewers independently performed title and abstract
screening, full-text analysis and data extraction. At each stage, discrepancies were resolved by
discussion with a third author. All records were imported in Endnote (ver. X6).

A standardized, pre-piloted form was used for data extraction including: study design; data
sources; definition of the target disease; perspective and setting of the analysis; target patient
groups and sample sizes. Cost data were extracted for the following items: ED and hospitaliza-
tions events; outpatient visits (with a distinction, if any, between GPs and specialists); prescrip-
tion drugs and OTC drugs. Evidence on inappropriate influenza-related use of direct
healthcare resources was also searched in the selected studies.

All costs were converted to 2015 PPP$ by using PPP conversion rates and GDP deflator
series provided by the World Bank [11]. Finally, the PRISMA checklist [12] was used to moni-
tor the reporting quality of the study (S1 Checklist)

Results

After removing duplicates, the literature search identified 5,104 records through database
searching, plus 7 other records from grey literature, hand searches of references, and informal
searches on Google. After abstract and title screening, 76 records were analyzed full-text and
27 studies were finally included in the review (Fig 1). The full extraction template is provided
as supporting material (S1 Dataset).

Fig 2 and Table 1 illustrate the main characteristics of the studies included in the analysis.
Of the included studies, 44% are based in the US, 22% and 26% in Europe and Australia
respectively, and 8% in Asia. Retrospective analyses are predominant (66%) with most studies
relying on administrative data. Societal perspective was adopted in 12 studies. The other stud-
ies took a health care system perspective (8 studies) or a hospital perspective (7 studies). Identi-
fication strategies of patients were mainly based on symptoms assessment, medical charts,
confirmatory laboratory tests, or used international classification diseases codes (ICD-9-CM
or ICD-10-CM code sets). Cases were mostly defined as influenza cases (59%), followed by ILI
(31%), and to a minor extent ARI and RSV cases (7% and 3% respectively). Most of the studies
focus on pediatric populations (52%), or the overall adult populations (41%), whereas elderly
people were targeted in only 7% of the papers. More than 60% of the studies includes sub-
groups analyses by age (48%), co-morbidities and complications (22%), risk of complications
(18%), and others (e.g. vaccinated vs. non-vaccinated patients) (15%).

Nine studies allow for a full estimate of the cost per ILI episode that include both inpatient
and outpatient cases. The average cost per episode ranges from US$19 in Korea [32] to US
$323 in Germany [39]. Particularly, the two studies that used laboratory tests to precisely iden-
tify influenza cases report a cost per episode of US$73 [26] and US$64 respectively [35]

(Table 2).
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On average, inpatient and outpatient services accounted for 43.5% (range 23-68%) and
44.5% (range 14-72%) of the total cost per episode, whereas incidence of drug costs was
between 0.6% [36] and 19.7% [16] (Table 3).

The hospitalization costs over the total number of ILI cases (outpatient and inpatient cases)
range between US$9 in Korea [32] and US$181 in the US [30], with differences partly explained
by differential unit costs per hospitalization events and hospitalization rates. However, figures
may also reflect differences in the estimation method (e.g. top down or bottom up approaches),
the type of healthcare resources included and the monetary values attached to them.

As expected outpatient services considerably affect the overall cost per ILI episode, with
most studies reporting a cost between US$1 and US$36. One notable exception is the work by
Haas et al that estimated a total cost for outpatient visits of 259 million € over 1,2 millions of
ILI cases (US$ 235 per episode) [39].

Evidence of impact of ED costs per ILI episode is less available since most of the studies
reporting ED costs tend to adopt a narrower hospital perspective, whereas other studies with a
wider perspective either disregarded ED costs or included them within inpatient services.
However, the incidence on total cost per episode as reported in two studies was limited and
about 1.5% [16,35].
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Fig 2. Descriptive characteristics of the studies.
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Prescription and OTC drug costs were analysed in 12 and 13 studies respectively. The mean
prescription drug cost per episode ranges from US$1 in UK [36], Norway [25], and Korea
[32], to US$ 60 in the US [14], whereas in Europe, the maximum identified cost per episode
was found in Germany (US$16) [38]. The expected OTC expenditure per episode ranges
between US$2 in Italy [26] and US$13 in Australia and Germany [16,37], and their impact var-
ied between 2.8% and 18.6% of total health care costs and between 13.2% and 88.9% of total
drug costs. However, differences in OTC consumption is likely to be even more sensitive to
estimation methods and data availability. Since OTC drugs are paid out-of-pocket, usage and
overall costs have been either estimated through medical charts and patient diaries, or assumed
by the authors. Antipyretics and antibiotics are the most-frequently reported drugs, integrated
in a few studies by antiviral, analgesics, antitussives and nose spray drugs.

Thirteen studies stratify the population according to its age-structure. However, only few of
these report estimates of the cost per episode. While children usually register higher costs, evi-
dence for the elderly (> 65 years) is less conclusive, and heterogeneous across studies. In a US
retrospective analysis using administrative data, treating elderly people was 35% more costly
than the overall population [13], whereas a prospective study, using French surveillance data
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Table 1. Descriptive characteristics of the studies.

Authors (year) Country |Study type Data sources Disease (identification method) Setting Target
population
Cox et al. (2000) [13] USA Retrospective Administrative data Influenza (ICD-9-CM) Inpatient + ED Overall
population
Carrol et al. (2001) [14] | USA Retrospective Medical chart ILI (symptoms based) Inpatient + ED Elderly
McBean et al. (2004) USA Modeling Administrative data, Influenza and Pneumonia (ICD- Inpatient Elderly
[15] surveillance Network 9-CM)
O’Grady et al. (2004) AUS Prospective Administrative data, diary | ILI (symptoms based) Inpatient + ED Children
[16] +Outpatient
Hall et al. (2005) [17] USA Retrospective Administrative data Influenza (ICD-9-CM) Inpatient Children
Ampofo et al. (2006) USA Retrospective Administrative data Influenza (lab test) Inpatient Children
(18]
Keren et al. (2007) [19] | USA Retrospective Administrative data Influenza (ICD-9-CM) Inpatient Children
Molinari et al. (2007) USA Retrospective Administrative data Influenza and pneumonia (ICD- Inpatient Overall
[2] 9-CM) + Outpatient population
Lambert et al. (2008) AUS Retrospective Administrative data, diary ARI (laboratory test) Inpatient Children
[20] + Outpatient
Newall et al. (2008) AUS Retrospective Administrative data Influenza, pneumonia and other Inpatient Overall
[21] + modeling respiratory illnesses (ICD 10) + Outpatient population
Hassan et al. (2009) USA Retrospective + Administrative data Influenza (ICD-9-CM) Inpatient Children
[22] Modeling
Lester-Smith et al. AUS Retrospective Medical chart Influenza (laboratory test) Inpatient Children
(2009) [23]
Fairbrother et al. (2010) | USA Retrospective Surveillance Network ARI (laboratory test) Inpatient + ED Children
[24]
Xue et al. (2010) [25] NOR Modeling Administrative data, ILI (symptoms based) Inpatient Overall
surveillance network + Outpatient population
Esposito et al. (2011) ITA Prospective Administrative data, survey | ILI (medical chart and lab test) Inpatient Children
[26] + Outpatient
Ranmuthugala et al. AUS Modeling Administrative data, RSV (laboratory test) Inpatient Children
(2011) [27] surveillance Network
Chiu et al. (2012) [28] | HKG Prospective Administrative data, Influenza (laboratory test) Inpatient Children
medical chart
Ortega-Sanchezetal. | USA Retrospective. Administrative data, survey, | Influenza (laboratory test) Inpatient + ED Children
(2012) [29] medical chart + Outpatient
Karve et al. (2013) [30] | USA Retrospective. Administrative data Influenza (ICD-9-CM) Inpatient + ED Overall
+ Outpatient population
Karve et al. (2013) [31] | USA Retrospective. Administrative data Influenza (ICD-9-CM) Inpatient + ED Overall
+ Outpatient population
Suh et al. (2013) [32] KOR Retrospective. Administrative data Influenza (ICD-10-CM) Inpatient Overall
+ Outpatient population
Yin et al. (2013) [33] AUS Prospective. Survey ILI (laboratory test) ED + Outpatient Children
Enserink et al. (2014) NDL Retrospective. Survey ILI (symptoms based) Inpatient Children
[34] + Outpatient
Silva et al. (2014) [35] FRA Prospective. Surveillance Network Influenza (laboratory test) Inpatient + ED Overall
+ Outpatient population
Pockett et al. (2015) GBR Retrospective. Medical chart ILI (clinical chart) Inpatient Adult
[36] + Outpatient
Ehlken et al. (2015) DEU Retrospective. Medical chart Influenza or ILI (ICD-10-CM) Inpatient Overall
(37] + Outpatient population
Haas et al. (2016) [38] | DEU Retrospective. Administrative data Influenza or ILI (ICD-10-CM) Inpatient Overall
+ Outpatient population

https://doi.org/10.1371/journal.pone.0202787.t001
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Table 3. Impact of cost items on total costs per episode (%).

Author (year) Country | Inpatient | ED | Outpatient | Prescription Over-the Total | Total
drugs counter Drugs

O’Grady et al. AUS 60.0% | 1.4% 14.3% 5.7% 18.6% 24.3% | 100%
(2004) [16]

Xue et al. (2010) NOR 63.2% 21.1% 1.8% 14.0% 15.8% | 100%
[25]

Esposito et al. ITA 36.6% 54.9% 5.6% 2.8% 8.5% 100%
(2011) [26]

Suh et al. (2013) KOR 47.4% 47.4% 5.3% 5.3% 100%
(32]

Enserink et al. NDL 33.3% 52.1% 14.6% 14.6% | 100%
(2014) [34]

Silva et al. (2014) FRA | 344% | 16%| 53.1% 10.9% 10.9% | 100%
(35]

Ehlken et al. DEU 25.8% 54.5% 19.7% 19.7% | 100%
(2015) [37]

Pockett et al. GBR 68.1% 31.3% 0.6% 0.6% 100%
(2015) [36]

Haas et al. (2016) DEU 23% 72.1% 2.1% 2.8% 4.9% 100%
(38]

https://doi.org/10.1371/journal.pone.0202787.t1003

for 460 patients, reports no hospitalisations for people over 65 years, and an average cost per
episode that is 20% less than the overall population [35].

Although based on a more limited number of studies, costs by patient risk-status are as
expected: high-risk individuals require higher costs than low-risk ones, with inpatient services
being the main cost driver. Only one study, using US administrative data, found lower costs
for high-risk patients, although the difference was not statistically significant [29].

One study was found to provide full analysis of costs stratified by vaccination status [36].
According to this retrospective study using UK medical charts, vaccinated patients with com-
plications experienced costs 4 to 5 times higher than unvaccinated and uncomplicated
patients. This difference was justified by the circumstance that the vaccinated population
includes older and riskier patients than the unvaccinated one.

Finally, co-morbidities and complications have an important impact on costs: a retrospec-
tive analysis on the costs of Influenza in US which relied on an administrative database of
more than 50 thousands patients reports that on average complicated influenza is 2.5 times
costlier than non-complicated influenza [30]. The difference is even higher in another study
focused on ILI [36].

No studies were found that made explicit considerations on the appropriateness of pharma-
ceutical treatment for ILI episodes.

Discussion and conclusions

Influenza and ILI impose a substantial burden on the health care sector and the society. The
literature on the costs of this disease is substantial and focuses on the relevance of indirect and
direct costs of the disease.

The present review has updated current knowledge by providing a picture of the overall
cost per episode of ILI, the weight of each cost component, and the cost variability across
patients’ sub-groups.

Cost estimates are different across countries, with an average cost per episode ranging
between US$19 in Korea [32] to US$323 in Germany [39]. These differences may reflect
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country specific characteristics as well as other study-specific features including study design,
the identification strategy of ILI cases, different study populations and types of costs included
in the analysis.

Inpatient admissions absorb a considerable amount of healthcare resources. Therefore,
potentially relevant sources of variation may be explained by different hospitalization rates,
and the unit cost associated with each hospitalization event. The lowest cost per hospitalisation
was reported in Korea (US$473) [32]; however, this cost is not fully comparable with other
countries as the estimate includes only consultation, diagnostics and medication costs. In
other countries, variations in hospitalization costs are still wide and range between US$ 1,419
in Hong Kong [40] and over US$ 7,000 in most US studies. In addition, in studies focusing on
the overall ILI population, hospitalization rates varied in a range between near zero and 6%,
that again may be attributed to within-study differences in the ILI population and other coun-
try-specific features.

The incidence of outpatient services on the cost per episode was similar to that of inpatient
services, and equal to 44.5% on average (range 14-72%). Differences in costs of outpatient ser-
vices reflect the observed variation in the number of outpatient visits per ILI episode. For
example, Molinari et al estimated the probability of having an outpatient visit after a flu infec-
tion in the US to be in a range between 0.45 and 0.62 for low risk individuals, and 0.62 and
0.91 for high-risk individuals [2]. Conversely, Haas et al found an average number of outpa-
tient visits in Germany equal to 6.6 visits per ILI episode [39], which ultimately affected the
absolute and relative cost for outpatient services.

In addition, alternatively to virological confirmation via laboratory tests, many of the
included studies identify influenza-like episodes using classification codes from medical claims
(e.g. ICD-9-CM or ICD-10-CM), or a set of predefined symptoms and syndromes. These dif-
ferences in the identification strategy may be a further source of variation in the estimated
total and relative costs of care. For example, retrospective identification of ILI through admin-
istrative databases and ICD codes may include different patients populations compared to lab-
oratory confirmed influenza cases (e.g. patients with bacterial pneumonia), that will ultimately
affect resource consumption and costs. In addition, these different identification strategies
reflect the fact that influenza cases are often not virologically confirmed in clinical practice.
This aspect hamper any attempt to formulate considerations about the appropriateness of dis-
ease management strategies, especially regarding drug prescription.

None of the included studies has considered appropriateness in resource use (e.g. abuse of
antibiotics). Despite cost of illness studies have ultimately a descriptive role, evidence on (in)
appropriateness may be very useful for policy-makers. Indeed, there is a general belief that
antibiotics are overprescribed in primary care. However, judgments on appropriateness of pre-
scription are not easy and depend on clinical characteristics (e.g. presence of likely bacterial
pathogens associated with influenza) [41]. A recent study estimated that antibiotic prescribing
for ILI cases in UK ranges between 18% and 28% of total infections depending on the presence
of comorbidities [42]. Similar proportions (25%) were found among subjects aged 0-65 at five
military hospitals in the US [43]. Another UK study reported that, based on primary care pre-
scribing guidelines, most antibiotics are prescribed for conditions that only sometimes require
antibiotic treatment [44]. Among the included studies, the study by Silva et al [35] is the only
one that provides details on drugs expenditures (antibiotics, antivirals and other drugs) in
patients with confirmed Influenza B. The study reports that 46% of patients were prescribed
antibiotics on average, while just 24% were given an antiviral.

While there is a paucity of studies specifically addressing inappropriate prescribing for ILI
infections, inappropriateness may be inferred by the lower proportions of prescriptions that
are generally registered when influenza virus rapid antigen tests are used [45,46].
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Another disregarded topic is the role played by symptomatic medication (mainly OTC
drugs): recent analyses from the grey literature stressed the importance of OTC drugs on
healthcare expenditure, showing the potential economic burden for the US health care system,
should OTC drugs not be available [47].

The present study has some limitations. First, we have not performed a quality assessment
of the studies. Although envisaged in the PRISMA guidelines, it was considered that these
types of costing studies, without a specific intervention, did not require a thorough assessment
of the risk of bias. In addition, when not directly reported, data on the cost-per episode was
calculated from other reported figures. Lastly the included papers were very different in terms
of target population, definition of the disease, methods, data sources and outcomes, hampering
the possibility of doing meaningful comparisons among them.

Despite these limitations, the paper provides an updated and complete analysis of the avail-
able evidence on Influenza and ILI health care costs.
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