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ABSTRACT
Objectives Respiratory infectious disease outbreaks pose 
a threat for loss of life, economic instability and social 
disruption. We conducted a systematic review of published 
econometric analyses to assess the direct and indirect 
costs of infectious respiratory disease outbreaks that 
occurred between 2003 and 2019.
Setting Respiratory infectious disease outbreaks or 
public health preparedness measures or interventions 
responding to respiratory outbreaks in OECD countries 
(excluding South Korea and Japan) so as to assess studies 
relevant to the European context. The cost- effectiveness 
of interventions was assessed through a dominance 
ranking matrix approach. All cost data were adjusted to the 
2017 Euro, with interventions compared with the null. We 
included data from 17 econometric studies.
Primary and secondary outcome measures Direct 
and indirect costs for disease and preparedness and/or 
response or cost- benefit and cost- utility were measured.
Results Overall, the economic burden of infectious 
respiratory disease outbreaks was found to be significant 
to healthcare systems and society. Indirect costs 
were greater than direct costs mainly due to losses of 
productivity. With regard to non- pharmaceutical strategies, 
prehospitalisation screening and the use of protective 
masks were identified as both an effective strategy and 
cost- saving. Community contact reduction was effective 
but had ambiguous results for cost saving. School closure 
was an effective measure, but not cost- saving in the long 
term. Targeted antiviral prophylaxis was the most cost- 
saving and effective pharmaceutical intervention.
Conclusions Our cost analysis results provide evidence to 
policymakers on the cost- effectiveness of pharmaceutical 
and non- pharmaceutical intervention strategies which may 
be applied to mitigate or respond to infectious respiratory 
disease outbreaks.

INTRODUCTION
Emerging, re- emerging and endemic respi-
ratory and influenza- like infectious diseases 
represent a threat for loss of life, economic 

instability and social disruption as they can 
rapidly spread within communities and across 
countries, affecting the whole globe. Annually, 
it is estimated that 5%–15% of the population 
will suffer from influenza- related respiratory 
tract infections, while 3–5 million people face 
severe illness due to influenza.1 In 2018, a 
total number of 109.5 million influenza virus 
episodes were identified among children 
under 5 years globally, with approximately 
34 800 overall deaths. In Europe, seasonal 
influenza is estimated to lead to 4–50 million 
symptomatic cases and 15 000–70 000 deaths 
annually; however, this may differ between 
years, as the severe 2017/2018 influenza 
season led to an estimated 152 000 deaths in 
Europe alone.2 3

Strengths and limitations of this study

 ► A systematic approach was followed, and the as-
sessment of data quality indicated that the majority 
of studies included were of high quality.

 ► The synthesis of the results was performed using the 
dominance ranking matrix approach, which allowed 
for a direct comparison of the cost- effectiveness of 
each intervention to the null.

 ► Costs and resources varied between different 
countries, different regional settings and over time, 
making the cost component comparison of cost- 
effectiveness measures complex to interpret.

 ► We only focused on EU and OECD analogous coun-
tries excluding Japan and South Korea, and hence 
our cost- effectiveness analyses are not applicable 
to other countries or settings.

 ► Discrepancies in context and populations likely affect 
the implementation and efficacy of interventions.

 ► This study was conducted prior to the COVID-19 
pandemic.
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In order for robust national preparedness systems and 
response strategies to outbreaks to be established in the 
Europe, it is crucial for public health officers to receive 
recent data of the health impact and the economic 
burden of respiratory infectious disease outbreaks in 
contrast to emergency response and preparedness 
actions. This evidence will ensure well- informed deci-
sions regarding, among others, the proper allocation of 
resources.4 5 To this extent, although there is substantial 
literature from previously published systematic reviews on 
the value of public health emergency preparedness, they 
either refer to an older timeframe6 or use mathematical 
models to predict the effectiveness and cost- effectiveness 
of measures.7 Hence, there is limited recent information 
on the economic evaluations of infectious respiratory 
disease outbreaks that provide an overview of the cost 
effectiveness of response measures.8

Within the above context, the aim of this systematic 
review of econometric analyses was to assess the economic 
impact of response and preparedness measures when 
contrasted with the cost of infectious respiratory disease 
outbreaks. We further synthesise the cost- effectiveness 
for each intervention using a dominance ranking matrix 
(DRM) approach.

METHODS
Search strategy and selection criteria
A comprehensive systematic literature review of published 
econometric analyses was conducted between July and 
August 2019 using the Preferred Reporting Items for 
Systematic Reviews and Meta- analyses (PRISMA) guide-
lines9 and the Consolidated Health Economic Eval-
uation Reporting Standards (CHEERS)10 to identify 
peer- reviewed articles using two biomedical literature 
databases (PUBMED and EMBASE) and two economic 
literature databases (ECONLIT, IDEAS REPEC). The 
search strategy was designed for a broader study aiming 
to identify econometric studies on all types of infectious 
diseases, but due to the outbreak of COVID-19, and for 
the purposes of this specific article, we retained only those 
referring to respiratory infectious diseases. The complete 
search strategy and search terms are available in online 
supplemental appendix 1.

The inclusion criteria were as follows:
 ► Exposure: respiratory infectious disease outbreaks or 

public health preparedness measures or interventions 
responding to respiratory outbreaks in OECD coun-
tries (excluding Asian countries South Korea and 
Japan due to the wide cultural differences with the EU 
context as this study was performed under contract 
for the European Center for Disease Prevention and 
Control (ECDC)).

 ► Comparator: (i) no intervention (cost of inaction) or 
current practice, (ii) cost of preparedness versus cost 
of response (for studies reporting cost and benefit of 
public health preparedness).

 ► Outcome measures: direct and indirect costs for 
disease and preparedness and/or response or cost- 
benefit and cost- utility. Typical outcome measures of 
economic evaluations included: life years gained or 
cost per life- year gained with the intervention under 
investigation when incremental costs are combined, 
cost per quality- adjusted life year (QALY) gained, 
cases averted, monetary outcomes.

 ► Perspective: all direct and indirect costs pertaining 
to all relevant perspectives (eg, individual, hospital, 
insurance and societal—including national and 
regional) and all direct and indirect costs pertaining 
to all relevant perspectives according to York Health 
Economics Consortium11 (health system perspec-
tive, including hospital, public health units; societal 
perspective; governmental perspective).

 ► Study designs: all relevant analytical epidemiological 
designs which estimate cost either as full economic 
evaluation studies, including cost- minimisation, cost- 
effectiveness, cost- utility and cost- benefit studies; cost- 
outcome and economic modelling studies or partial 
economic evaluations.

 ► Timeframe: from 2003 until August 2019, to reflect 
the timepoint from the 2003 SARS outbreak and 
onward12—this review refers to the pre- COVID-19 
published evidence.

Studies that met the above inclusion criteria but did 
not report or perform any econometric analysis were 
excluded.

Data analysis and extraction
Studies identified from the searches were uploaded into 
a bibliographic database in which duplicate entries were 
removed. Initially, a pilot training screening process 
was used, where a random sample of 100 titles and 
abstracts were screened independently for eligibility by 
four reviewers (KN, KZ, RP, JLB) to enable consistency 
in screening and identify areas for amendments in the 
inclusion criteria. Following this, a random sample of 
50% of titles and abstracts was screened independently 
by two reviewers. Since a high measure of inter- rater 
agreement was achieved (percentage agreement >88.7% 
and/or Cohen’s Kappa >0.646), the remaining titles and 
abstracts were screened for eligibility by one reviewer. 
Where insufficient information was available in the title 
and abstract to make a decision, the full- text article of 
the document was retrieved for further inspection. 
Full- text documents of potentially eligible studies were 
retrieved for the records marked for inclusion. All full- 
text documents were independently double- screened 
by two reviewers, and inter- rater agreement measures 
were calculated at 88.3%. Disagreements in every step of 
the process were subsequently discussed and agreed on. 
Documents that passed the inclusion criteria on the basis 
of the full- text screening were included in the current 
review.
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Appraisal of methodological quality
For evaluating the methodological quality of the included 
studies, the Consensus on Health Economic Criteria 
(CHEC) checklist13 was used. This specific tool has been 
designed for the assessment of full economic evaluations 
and includes 19 items (questions) with answers of ‘Yes’ 
or ‘No’. For each positive answer on full economic eval-
uation studies, a single point was being assigned for the 
methodological quality, with a maximum score of 19. For 
the quality appraisal of partial economic evaluations, 
we used items from the CHEC checklist that were appli-
cable—hence, the maximum score was 16. The quality 
appraisal process was completed by two reviewers, with 
a percentage of agreement in the three pilot studies, 
initially assessed by both, of 83.7%.

Comparative economic analysis approach
All cost data were adjusted to a common currency (Euro 
in 2017 (€2017)) and price year using the Campbell 
and Cochrane Economics Methods Group–Evidence 
for Policy and Practice Information and Coordinating 
Centre cost converter.14 We adjusted the original esti-
mate of cost from the original price year to a target price 
year of the €2017, using a gross domestic product deflator 
index (GDPD), obtained from the International Mone-
tary Fund World Economic Outlook Database GDPD 
index data set.15 Subsequently, we converted the price- 
year adjusted cost estimate from the original currency 
to €2017, using conversion rates based on purchasing 
power parities (PPP) for GDP (the 2017 implied conver-
sion factor was US$1=€1.13, the €2017 conversion factor 
was €1=US$1.2, while with regard to British pounds, the 
conversion factor was £1=€0.88). PPP values adjust appro-
priately for differences in current price levels between 
countries, thus allowing comparisons based on a common 
set of average international prices; this is an advantage 
over pure exchange- rate conversions and GDP per capita 
approaches as PPPs eliminate differences in price levels 
between countries in the process of conversion. For 
studies that did not state the year of cost calculation, the 
costs were calculated 1 year before the publication year of 
each respective study.

Synthesis of cost-effectiveness
In order to synthesise the cost- effectiveness results, the 
DRM approach was used, which is a classification system 
developed for summarising and interpreting the results 
of economic evaluations in systematic reviews.16 The DRM 
is a three- by- three matrix with the following classification 
options:
1. Strong dominance for the intervention when the in-

cremental cost- effectiveness measure shows the inter-
vention compared with no intervention as: (i) more 
effective and less costly or (ii) as effective and less cost-
ly or (iii) more effective and equal cost.

2. Weak dominance for the intervention when the mea-
sure shows the intervention compared with no inter-
vention as: (iv) effective and equally costly or (v) more 

effective and more costly or (vi) less effective and less 
costly.

3. Non- dominance for the intervention when the mea-
sure shows the intervention compared with no inter-
vention as: (vii) less effective and more costly or (viii) 
less effective and equally as costly or (ix) as effective 
and more costly.

Within our DRM, only studies that compared interven-
tions to no intervention were included in the matrix.

Patient and public involvement
This study was performed under contract for the Euro-
pean Center for Disease Prevention and Control (ECDC). 
Patients or the public were not involved in the design, 
or conduct, or reporting, or dissemination plans of our 
research.

RESULTS
The initial study search yielded 20 513 studies after 
removal of the duplicates and according to the speci-
fied selection criteria, only 66 were further assessed for 
eligibility via full text. Through the assessment of the full- 
texts, 52 studies were excluded for the following reasons: 
inadequate data on costs and/or cost- effectiveness (n=2), 
they were reviews (n=15), not referring to respiratory 
outbreaks (n=29), not referring to outbreaks of infectious 
diseases (n=2) and conference abstracts with no full text 
available (n=4). Additionally, three full- text papers were 
identified through the screening of the reference lists of 
the selected manuscripts, and hence, a total number of 
17 econometric studies were considered in our analysis. 
The flowchart of the study selection process is presented 
in figure 1.

Overall, 11 out of the 17 studies were of high meth-
odological quality (>80%), 5 were categorised as of 
good quality (60%–80%) and only 1 was of medium 
quality (40%–60%) due to missing quality criteria not 
mentioned by the authors including the comparative 
intervention, sensitivity analysis, incremental costs and 
outcomes. Online supplemental appendix 2 presents the 
overall quality appraisal score, for studies related to cost 
of infectious disease outbreaks and for sources related 
to preparedness, preventive and response measures 
concerning infectious disease outbreaks. The quality 
appraisal of partial and full economic evaluation studies is 
in online supplemental appendices 3 and 4, respectively. 
It is important to note that for the studies where a partial 
economic evaluation was performed, we only performed 
calculations for the items of the quality appraisal tool that 
were applicable.

Comparative cost analysis of infectious respiratory disease 
outbreaks
Regarding infectious respiratory disease outbreaks, six 
studies were included.17–22 All studies referred to influ-
enza as the disease, either relating to pandemic H1N1 
or seasonal Influenza B. Geographically, the studies 
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were performed in the USA,17 Spain,18 22 France,19 New 
Zealand and Australia.20 21 Five out of the six studies were 
observational in design (cross- sectional or retrospec-
tive) and used collected data;18–22 one study was based 
on a simulation model.17 Similarly, five out of the six 
studies assessed costs from a healthcare system perspec-
tive;17 18 20–22 however, societal (n=3),17–19 governmental 
(n=1)17 and payer (n=1)19 perspectives were also assessed. 
Discounting in costs was not necessary for any of the 
included studies as the implementation timeframe had a 
duration of less than 1 year, and sensitivity analyses were 
performed only in three studies.17 19 21 A detailed descrip-
tion of the characteristics of the included illness studies is 
presented in online supplemental appendix 5.

Table 1 presents an analytical overview of the direct 
and indirect costs associated with influenza outbreaks. 
Direct costs mainly refer to medical and healthcare costs 
related to the outbreaks, along with the costs of response 
measures. Indirect costs included the loss of income, the 
loss of business and the loss of productivity. The overall 
direct costs reported in the studies were calculated at the 
patient level where possible.

The most recent study was a simulation study by Prager 
et al,17 in which multiple scenarios were assessed through 
simulation models for the US population so as to esti-
mate the total economic burden of pandemic influenza 
outbreaks in the USA, taking into account both the 
scenario of an adequately vaccinated population and 
the opposite. The results indicated that medical expen-
ditures for a pandemic influenza outbreak could reach 
83.2 billion €2017 in the no vaccination scenario and 
67.3 billion €2017 in the vaccination scenario. Notably, 
for indirect cost estimations, vaccination in a pandemic 
scenario would reduce workday losses by 22.2 million 
days, when compared with no vaccination.

Silva et al19 focused on an influenza outbreak in France 
between 2010 and 2011 and extrapolated the results 
to the entire country with a hypothetical approximate 
number of 2 million influenza cases (3.2% of the French 
population), for which they calculated an overall cost of 
151 million €2017 for the French Health Insurance System. 
Direct costs per patient ranged between 35.26 €2017 and 
73.91 €2017, with higher indirect costs of 97.88 €2017 per 

Figure 1 Flowchart.
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day due to absence from work, for those within the 15–65 
age group.

Two studies assessed the cost of an influenza outbreak 
from an intensive care unit (ICU) and hospital perspec-
tive.20 21 One focused on ICU and hospital costs derived 
from an influenza pandemic in 2009 in New Zealand 
(among 1224 cases, of which 122 were admitted to ICUs), 
which surpassed 40.8 million €2017 at an average cost of 

32 167 €2017 per patient, with significantly increased costs 
for patients with underlining comorbidities.21 The mean 
total hospitalisation cost (normal and ICU) per case 
surpassed 53 553 €2017. Similarly, in a study that included 
762 H1N1 cases from both Australia and New Zealand, 
the mean cost per ICU patient was 61 368 €2017, with a 
per- day cost of 4767 €2017.20 On the contrary, the non- ICU 
patient had a mean cost of 10 755 €2017; however, overall 

Table 1 Characteristics of cost of illness studies of influenza outbreaks*, expressed in Euros (base year 2017)

Study 
(Publication 
Year)

Setting, 
year Perspective Direct costs (€, 2017) Indirect costs (€, 2017)

Prager et al 
(2017)17

USA, n/a Healthcare 
system, 
governmental, 
societal

Seasonal (no vaccination): €5.92 billion
Seasonal (vaccination): €9.96 billion
Pandemic (no vaccination): €81.18 billion
Pandemic (vaccination): €65.59 billion

Illness- related workdays losses
(a) Vaccination and no vaccination in a seasonal scenario: 
vaccination contributes to more workday losses than no 
vaccination
(b) Vaccination and no vaccination in a pandemic scenario: 
vaccination reduces workday losses by 22.2 million days 
compared with no vaccination

Morales- 
Suárez- Varela et 
al (2016)18

Spain, 
2009–2010

Healthcare 
system, societal

Total direct cost/patient
Non- pregnant women: €3 908.70
Pregnant women: €2 227.10

Total indirect cost/patient
Non- pregnant women: €107.18
Pregnant women: €63.83

Silva et al 
(2014)19

France, 
2010–2011

Payer, societal Mean direct cost/patient
All ages—€53.43
0–4 years old—€73.91
5–14 years old—€52.79
15–65 years old—€35.26
≥65 years old—€44.13
Total direct costs
All ages—€107 883 835
0–4 years old—€18 908 254
5–14 years old—€52 474 781
15–65 years old—€21 590 741
≥65 years old—€6 940 836

Mean daily allowance cost due to work leave/patient
All ages—€22.38
0–4 years old—€0
5–14 years old—€0
15–65 years old—€97.88
≥65 years old—€0

Higgins et al 
(2011)20

Australia 
and New 
Zealand, 
2009

Healthcare 
system

Total mean cost: €19 296 136
Total ICU costs: €6 107 069
Total non- ICU costs: €12 961 942
Mean cost of ICU/patient: €61 368
Mean cost of non- ICU/patient: €10 755
Mean cost in ICU/per patient and per 
day: €4 767

Non- reported

Wilson et al 
(2009)21

New 
Zealand, 
2009

Healthcare 
system

Total ICU costs: €40 807 660
Median ICU cost/patient: €22 540
Mean ICU cost/patient: €32 168
Total hospital costs/patient
Median hospital cost: €39 696
Mean hospital cost: 53 553
Treatment costs in ICU per subgroup
(a) Cost/patient with and without pre- 
existing comorbidity
€16 100 and €28 980, respectively
(b) Cost/patient with viral pneumonitis 
and with other influenza syndromes
€22 212 and €12 880, respectively

Non- reported

Rodríguez- 
Rieiro et al 
(2009)22

Spain, 2009 Healthcare 
system

Total cost: €36 700 000
Median cost per hospitalisation 
(concomitant chronic disease): €2 205
Median cost per hospitalisation (without a 
medical condition): €1 172

Non- reported

The adjustment was performed from Canadian $, US$, Australian $, British pounds £ and converted to Euro (Germany has been selected as target currency in these 
cases). Currencies from European Union countries adjusted to their currency.
The cost data include all forms of cost derived from inclusion studies, such as overall/total cost, mean/average cost, income loss, labour cost, household cost, 
savings, cost per case, etc.
For studies without currency year indicated, the previous year of publication was selected for adjustment.
*Confirmed or extrapolated/hypothetical cases on which they base the economic evaluation.
ICU, intensive care unit.
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non- ICU patient costs surpassed those of ICU patients 
(12.96 million €2017 vs 6.1 million €2017), leading to a 
total hospitalisation cost of 19.3 million €2017 for the 2009 
influenza outbreak.

Similarly, Rodriquez- Rieiro et al22 studied the hospi-
talisation costs that occurred during the 2009 influenza 
pandemic in Spain, which reached 36.7 million €2017 for 
11 449 hospitalisations—during which the appearance 
of comorbidities led to higher average costs per patient 
(2205 €2017 vs 1172 €2017, respectively). Specific popula-
tions in Spain were assessed by Morales- Suárez- Varela et 
al18 who estimated direct costs for medical visits, medica-
tion and diagnostic tests at €3908 €2017 for non- pregnant 
women and 2227 €2017 for pregnant women of reproduc-
tive age, with indirect costs estimated at 107 €2017 and 64 
€2017, respectively.

Cost-effectiveness studies of measures in averting and/or 
responding to infectious respiratory disease outbreaks
We identified 11 studies23–33 referring to preparedness, 
preventative and response measures, to influenza outbreaks, 
presented in detail in online supplemental appendix 6. 
Two studies were observational (based in the Netherlands 
and the UK),23 24 and the remaining nine were simulation 
models (four US models, with one study each modelled 
for Canada, France, Australia, Israel and one referring 
to developed countries in general). All included studies 
either used a cost- effectiveness or a cost- utility economic 
evaluation approach. The studies’ timeframes ranged 
from 2004 to 2018. Regarding the perspective for direct 
and indirect costs, a healthcare system or society approach 
was consistently presented.

The preparedness, preventive and response measures 
described included three pharmaceutical interventions 
(vaccination as a response measure, general vaccination, 
antiviral drug therapy and stockpiling),31–33 four non- 
pharmaceutical interventions (screening at the point of 
contact, community contact reduction, volunteer isola-
tion/quarantine, school closure and the use of personal 
protective measures)23–25 28 and four combined pharma-
ceutical and non- pharmaceutical interventions.26 27 29 30 
Table 2 presents the details of the cost- effectiveness studies 
on preparedness and response measures for infectious 
respiratory disease outbreaks. Further details on the 
comparative analysis of health indexes gained when 
adverting or responding to respiratory outbreaks can be 
found in online supplemental appendix 7.

With regard to studies that compared multiple inter-
ventions, a simulation model of pandemic influenza in 
the USA studied the cost- effectiveness of stockpile strategy 
and concluded that expanded adjuvanted vaccination 
seemed to be the most cost- effective strategy, averting 
68% of infections and deaths and gaining 404 303 QALYs 
at $10 844 (€9600 €2017) per QALY gained relative to the 
stockpiling strategy.30 Saunders- Hastings et al,26 using a 
simulated population of 1.2 million people (reflective of 
Ottawa, Canada), performed a cost- effectiveness analysis 
of six interventions including vaccination, school closure, 

antiviral prophylaxis and other measures. The authors 
concluded that vaccination was the most cost- effective 
intervention when compared with other interventions 
while the least cost- effective intervention was school 
closure in conjunction with community- contact reduc-
tion, personal protective measures, voluntary isolation 
and quarantine. In particular, the cost per life- year saved 
was estimated to be $2581 (1700 €2017) for combined 
vaccination and antiviral treatment, while an estimated 
cost of $260 472/life- year saved (€171 590 €2017) was 
noted for school closure in conjunction with other inter-
ventions. Finally, Halder et al27 aimed to evaluate the most 
cost- effective strategies suitable for a future pandemic 
with H1N1 2009 characteristics in Australia. The results 
showed that the strategy with the lowest cost was the dual 
strategy of individual school closure for 2 weeks along with 
antiviral drug strategies, with a total cost of approximately 
AU$632 (376.31 €2017) per case averted. The strategy with 
the highest cost was the dual strategy of school closure 
along with the continuous—50% workplace closure, with 
a cost of $103 million (61.3 million €2017), per 100 000 
population.

Comparative cost-effectiveness analysis
A DRM approach is presented in figure 2. These inter-
ventions include both pharmaceutical measures and 
non- pharmaceutical measures. The interventions were 
compared with the ‘no intervention’ scenario, with the 
exception of one study29 in which the comparators were 
vaccination versus self- isolation, which was subsequently 
excluded from the DRM.

Pharmaceutical measures
Vaccination as a response measure
With the application of our inclusion and exclusion 
criteria, four studies assessed vaccination as a response 
measure in the context of an outbreak and included 
a cost analysis. Overall, as highlighted in the majority 
of the studies, vaccination as a response measure was 
noted to have a more significant clinical effect than 
comparators and was more cost- saving in most cases. 
According to Sander et al,30 the most clinically effec-
tive intervention was expanded adjuvant vaccina-
tion which contributed to 404 030 QALYs. Similarly, 
Khazeni calculated that with expanded adjuvanted 
vaccination, 45 941 deaths would be averted.31 Addi-
tionally, Saunders- Hastings et al26 concluded that 
the most cost- effective approach for controlling a 
pandemic was vaccination in combination with anti-
viral therapy and prophylaxis. However, a review of the 
results showed that much of the cost- effectiveness of 
pharmaceutical interventions were driven by vigorous 
vaccination campaigns, while the contribution of anti-
viral drugs’ was not of significance. Finally, Madema 
et al33 through a simulation model of an influenza 
pandemic among developing countries calculated 
the costs and assessed the effectiveness of two types 
of vaccines, an egg- based and a cell culture- based, in 
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comparison with no intervention. Overall, vaccination 
was more cost- effective than no intervention; however, 
vaccination with cell culture- based vaccines was the 
most cost- effective strategy with a cost of 3779 €2017 per 
life- year gained. General vaccination was also assessed 
by Sander et al,30 who noted it to be both more cost- 
saving and effective than the unmitigated pandemic 
scenario, although when comparing prevaccination 
with low- efficacy vaccines with full targeted antiviral 
prophylaxis, it was less effective and more costly.

Antiviral drugs
Antiviral drug strategies were assessed in five studies, 
where it was noted that they were both more effec-
tive and cost- saving than the no intervention scenario, 
primarily when used as targeted prophylaxis. 
According to Halder et al,27 antiviral drug strategies 

such as antiviral treatment and antiviral treatment 
in combination with household confinement and 
extended prophylaxis can result in reduced attack 
rates of 7.6% and 3.5% in comparison to the unmiti-
gated attack rate of 13%. The costs of these strategies 
are also lower than the cost of no intervention.

Moreover, therapeutic treatment and postexpo-
sure prophylaxis for exposed individuals (targeted 
prophylaxis) were shown to be the most cost- saving.32 
Consistent with the above, antiviral therapy in combi-
nation with a layered non- pharmaceutical approach 
seemed to reduce the overall economic costs the most 
and was identified as more effective when compared 
with no intervention.26 Furthermore, it was noted that 
expanded antiviral prophylaxis could help delay a 
pandemic when additional strategies are implemented 

Figure 2 Dominance ranking matrix for pharmaceutical and non- pharmaceutical strategies. *+: the intervention is less cost 
saving than the comparator; 0: the intervention is equally cost saving with the comparator; −: the intervention is more cost 
saving than the comparator. **+: The intervention is more effective than the comparator; 0: the intervention is equally effective 
with the comparator; −: the intervention is less effective than the comparator.
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and would also lead to averting 32 745 deaths in the 
USA.31 Finally, Sander et al30 used a stochastic simu-
lation model of pandemic influenza in the USA, 
aiming to evaluate the potential economic impact of 
16 different mitigation interventions from a societal 
perspective. Conclusively, targeted antiviral prophy-
laxis was both the most cost- saving and effective inter-
vention with a cost of $127 per capita (€118.73 €2017), 
with the scenario of implementation of expanded anti-
viral prophylaxis leading to a total of 282 329 QALYs 
gained.

Stockpile strategy
The stockpile strategy was assessed in three of the 
studies included in this systematic review. Based on 
the findings, stockpiling antiviral prophylaxis in the 
context of a pandemic was noted to be both cost- 
saving for the society and avert loss of life compared 
with no intervention.30 Moreover, prepandemic stock-
piling of antiviral drugs would be more effective and 
cost- saving than no intervention if antiviral drugs were 
administered either solely as a treatment or as short- 
term prophylaxis for exposed individuals.32 Finally, 
stockpiling was also found more effective than a no 
intervention scenario (averting 29 761 deaths in the 
USA), although when compared with other interven-
tions, expanded vaccination and prophylaxis were 
found to be more effective.31

Non-pharmaceutical measures
Pre hospitalisation screening
Lankelma et al23 assessed the cost- effectiveness of 
screening patients with acute respiratory tract infec-
tion for influenza before hospital admission. Overall 
costs of screening were estimated at 98 968 €2017 for 
1546 tests and 624 cases and reported net savings of 
388 317 €2017 for the healthcare system. Point- of- care 
testing for influenza before hospital admission was 
identified as a cost- effective intervention.23

Community contact reduction
Community contact reduction was assessed in two 
studies, where it was either implemented solely or 
in combination with other pharmaceutical and non- 
pharmaceutical measures. Home confinement was 
noted as cost- effective as a preventive measure in the 
context of influenza epidemics, if the proportion of 
compliance is adequate and infected individuals ask 
for medical assistance, regardless of the severity level 
of the pandemic.26 Isolation of infected individuals was 
found to be among the most effective interventions, 
whereas combined with community contact reduction, 
personal protective measures and antiviral treatment, 
self- isolation had the lowest cost.27

School closure
The effectiveness and the economic burden of school 
closure were evaluated in four studies, highlighting 
that the duration of school closure and potentially 

combined strategies significantly affect its impact. 
Sadique et al24 estimated the economic burden of 
school closure in the UK from a societal perspective 
and showed that the estimated costs of school closure 
were high, at 0.28–1.68 billion €2017 per week and the 
authors concluded that school closure was likely to 
significantly add an extra economic burden on the 
health system through staff absenteeism, even if school 
closure may delay infectious disease transmission. 
Similarly, Sander et al,30 who studied school closure 
as an additional intervention to full targeted antiviral 
prophylaxis or prevaccination found that while school 
closure further improves health outcomes (gaining 
51 QALYs), it was the least cost- effective measure as it 
increased the total cost to society by $2700 per capita 
(€2524 €2017). Additionally, school closure produced 
only a small reduction in attack rate, whether imple-
mented in combination with other interventions or 
alone.26 Finally, exclusive school closure for 2 weeks 
along with the continuous 50% workplace closure, 
antiviral treatment, household antiviral prophylaxis 
and extended antiviral prophylaxis, had the lowest 
illness attack rate (2.4%) and one of the lowest costs. 
On the contrary, school closure as a sole intervention 
to counterbalance infectious respiratory diseases was 
not a cost- effective measure.27

Personal protective measures
Personal protective measures such as face masks and 
hand hygiene were assessed in two of the included 
studies, noting that they could contribute to the 
control of a pandemic, dependant though on the 
exposed and susceptible individuals’ compliance rate, 
the setting and the overall burden of the respiratory 
pandemic.26 28 Tracht et al aimed to assess the cost- 
effectiveness of facemasks (N95 grade) in reducing 
the spread of pandemic (H1N1) 2009, using a simu-
lation model of the US population and identified an 
economic burden of 728.28 billion €2017 (incl. direct 
and indirect costs). Notably, if masks are worn by 10% 
and 50% of the adult population of the US net savings 
were calculated at 418.75 billion €2017and 501.9 
billion €2017, respectively. Hence, the use of face masks 
were identified as a cost- effective preventive measure 
depending on the population’s level of compliance.

DISCUSSION
The aim of this systematic literature review of econo-
metric analysis studies was to assess the economics of 
preparedness when contrasted with the cost of infec-
tious respiratory disease outbreaks primarily within the 
context of European and OECD countries (excluding 
Japan and South Korea). Overall, the economic burden 
of infectious disease outbreaks is costly to healthcare 
systems, or to governments and society reflecting the 
medical costs for response activities including both the 
treatment of the confirmed cases and the surveillance 
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and elimination of the disease’s transmission, as well 
as indirect costs which were also substantial.

In general, the majority of direct costs seemed to 
primarily reflect cost of additional personnel hours, 
which are mandatory for the management of the 
infected cases, for the organisation of response plan-
ning and contact tracing, for providing educational 
training and materials as well as laboratory costs. With 
regard to indirect costs, these could in many cases be 
greater than the direct costs, especially when school 
closures and/or workplace closures are enacted across 
a population, which in turn impact productivity and 
increase the economic burden.

While all the identified pharmaceutical and non- 
pharmaceutical interventions lead to a health benefit 
for the individual or the society, the cost benefit of 
such interventions differs. With regard to the poten-
tial non- pharmaceutical strategies, we identified that 
the use of personal protective measures, such as a 
facemask, is both cost- saving and effective, as also is 
prehospitalisation screening among suspect cases. On 
the other hand, all studies that assessed the impact of 
school closure noted that although it is an effective 
measure in reducing transmission, it is not cost- saving 
as it leads to increased economic burden. Moreover, 
when school closure was used as a sole intervention, 
then the use of limited duration school closure was 
significantly more cost- effective compared with contin-
uous school closure.24 Community contact reduc-
tion was identified to have a positive health impact 
but had ambiguous results with regard to its poten-
tial cost saving as one study26 noted that it is a cost- 
saving intervention, while the other27 noted that social 
distancing strategies, such as reduced workplace atten-
dance, were not a cost- saving measure primarily due 
to productivity losses, especially during longer periods 
of closure. Productivity losses primarily were noted 
to arise from pandemic related deaths and illness 
coupled with those losses due to interventions such as 
workplace closure and child- care of an ill child. It is 
important to note that non- pharmaceutical strategies 
were mostly applied complementary with a pharma-
ceutical measure or in combination with other non- 
pharmaceutical strategies in order to enhance their 
effectiveness. However, their cost- effectiveness highly 
depended on the duration, the level of compliance 
from the population and the type and burden of the 
infectious disease. It should moreover be noted that 
cost- effectiveness of measures will vary depending on 
the epidemiology of the disease in question.

With regard to pharmaceutical interventions, vacci-
nation as a rapid response measure for infected and 
suspected individuals was noted to have a more signif-
icant clinical effect than comparators and was more 
cost- saving in most cases. As for antiviral treatment, the 
majority of the findings noted that it is a cost- effective 
strategy, especially when combined with other phar-
maceutical and non- pharmaceutical interventions or 

when used as targeted prophylaxis for exposed indi-
viduals. Targeted antiviral prophylaxis was the most 
cost- saving and effective intervention, while stock-
piling was cost saving in most cases and averted loss of 
life when compared with no intervention.

The current number of economic evaluation or cost- 
effectiveness studies of influenza outbreak prepared-
ness measures is small, with an increase shown since 
the 2009 influenza pandemic; however, it is important 
to note that these studies refer to the evidence 
published before the COVID-19 pandemic. There are 
only a limited number of related reviews, however of 
different scope focusing primarily on policy recom-
mendations34 or used dynamic transmission models in 
the included economic assessments of pandemic influ-
enza preparedness measures based on significantly 
older studies.6 Additionally, most of the existing review 
studies either evaluate the overall economic burden of 
the disease or the cost- effectiveness of different phar-
maceutical and non- pharmaceutical interventions 
without necessarily them reflecting the economics of 
outbreaks of infectious respiratory diseases.

Placing the above into context and following the 
assessment of the methodological approaches used 
across studies, it is essential to note the minimum 
contents that economic outbreaks of respira-
tory studies should include to help inform future 
and upcoming research, especially in light of the 
COVID-19 pandemic. These include clearly noting of 
the study year, the population at risk and, the popu-
lation infected, the type of economic perspective (ie, 
healthcare, societal, etc), the study timeframe and 
discounting, as well as detailed reporting of the direct 
and indirect costs of the respiratory outcome and the 
interventions applied.

Strengths and limitations
A significant strength of this review is the comprehensive 
approach that was followed and the assessment of data 
quality—which indicated that the majority of the studies 
included were of high quality. Second, the synthesis of the 
results was performed using the DRM approach, which 
allowed for a direct comparison of the cost- effectiveness of 
each intervention to the null intervention.

However, there are a few limitations: first, costs and 
resources varied between different countries, different 
regional settings and over time, making the cost 
component comparison of cost- effectiveness measures 
complex to interpret. Moreover, we only focused on 
EU and OECD analogous high- income countries 
excluding Japan and South Korea, and hence our 
cost- effectiveness analyses are not applicable and 
generalisable to other countries and particularly 
middle- income and low- income countries. Addition-
ally, discrepancies in context and populations likely 
affect the implementation and efficacy of interven-
tions, undermining even the effectiveness elements 
comparability in the cost- effectiveness measures, 
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especially in complex multi- component public health 
interventions. In addition, our study did not include 
studies published before 2003 or after 2019. Also, it 
should be noticed that publication bias may exist due 
to the English language restriction applied. Another 
limitation to be noted is that this review excluded 
seasonal influenza outbreaks since these occur on a 
yearly basis. Furthermore, this study was performed 
before the impact of COVID-19 and hence reflects the 
published knowledge before the current pandemic. 
Thus, the results cannot be directly extrapolated to 
the COVID-19 pandemic.

CONCLUSION
The value of this systematic review of econometric 
studies is to provide a synthesis of the evidence of the 
cost of respiratory infectious disease outbreaks and the 
cost- effectiveness of specific interventions that can be 
applied in response. Furthermore, our assessment identi-
fies a minimum number of econometric measures which 
should be recorded during the reporting of respiratory 
infectious disease outbreaks that would aid future deci-
sion making. Our cost analysis results give evidence to 
public health policymakers, primarily in the EU or the 
USA, as to the cost- effectiveness of a range of pharma-
ceutical and non- pharmaceutical intervention strategies 
which may be applied to mitigate or respond to infectious 
respiratory disease outbreaks.
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